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New Sebulex Cream...and Sebulex 
...effectively help control dandruff, 
remove excess oil, and stop itching 
with the first shampoo. Sebulex has 

over 14 years of proven efficacy and 

wide acceptance among dermatologists. 


There is still no safer, more effective, 
easier-to-use antiseborrheic shampoo. 


Supplied: Sebulex Cream, 4 oz. tubes; 
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micropulverized sulfur 2%, salicylic acid 2%. 
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Our skin—the human integument 
—covers us, defines us, protects 
us. But skin is subject to cuts, 
burns, abrasions. And infections. 
Neosporin Ointment fights 
infection by providing broad 

al action against sus- 
ceptible skin invaders. It contains 
antibiotics that are rarely used 
systemically, reducing the risk 
of sensitization. 
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organisms, as in: e infected burns, skin grafts, surgical incisions, otitis externa. 

* primary pyodermas (impetigo, ecthyma, sycosis vulgaris, paronychia). 

e secondarily infected dermatoses (eczema, herpes, and seborrheic dermatitis) 
e traumatic lesions, inflamed or suppurating as a result of bacterial infection. 


Prophylactically, the ointment may be used to prevent bacterial contamination 
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- permit wound healing. 
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^ MAJOR DEVELOPMENT IN THERAPY 
FOR ACNE VULGARIS: 





Scanning electron microscopy 
reveals RETIN-A effect on open 
- comedo(X 100). 


by prescription only 


the new 
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dosage for 
and strengt 


—for even 
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therapeutic 
flexibility 


a new ethical specific from 
the Dermatological Division o 


*Primarily grades I, II, and III in which comedones, papules, and pustules predominate. 
It is not effective in most cases of severe pustular and deep cystic nodular varieties 


(acne conglobata). 


For prescribing information, please see last page of this advertisement. 
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an apparently unique 


mode of action 


In sharp contrast to the current superficial peel- 
ing agents, RETIN-A is a deep-acting topical agent 
that stimulates epithelial proliferation within the 
follicular canal as well as in the surface epithelium. 

Most topical acne therapies are only "peeling 
agents" in that they are epidermal irritants, produc- 
ing desquamation with the objective of unplugging 
existing comedones. But exfoliation of epidermis 
alone does little more than produce scaling. 

The apparently unique mode of action of 
RETIN-A is the basis for its clinical efficacy in topical 
acne therapy. 

Evidence to date suggests: 

RETIN-A expels existing comedones. The 
reduction in number of attachment plates (desmo- 
somes) of the epidermal cells and the increased 
cell turnover within the plugged pilosebaceous 
orifice loosens the anchorage of existing comedones 
and expels them from the follicle. 

RETIN-A breaks up precursor comedones 
(previously unseen lesions). What may appear 
to be an exacerbation of the acne process is its 
effect on previously unseen lesions. RETIN-A in- 
creases the permeability of the sebaceous glands 
and permits escape of trapped lipids and fatty 
acids. An accelerated "natural" local inflammatory 
and/or leukocytic response provides early resolu- 
tion of the deep lesions before they reach the skin 
surface. 

RETIN-A prevents the formation of new 
comedones. Whereas comedo formation 
depends on horny cells sticking firmly together to 
create a solid plug to block the follicular canal, the 
accelerated turnover of these cells and the reduc- 
tion in the number of attachment plates induced 
by RETIN-A loosens the attachment of horny cells 
to one another and helps to prevent formation of 
solid plugs that comprise the comedo. 
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you titrate the response 


Though erythema is not a necessary pre- 
requisite to effective therapy with RETIN-A, it does 
occur in many patients. When it does, it can serve 
as a guide to therapy. Erythema may be used as a 
titratable index to aid the physician in controlling 
irritation (excessive erythema) while achieving 
optimal response by selecting appropriate dosage 
form and dosage frequency tailored to the individ- 
ual patient's particular requirements. 

Too much erythema may give the patient a 
false impression that he is not tolerating the treat- 
ment and thus cause him to abandon the medica- 
tion. He is more likely to adhere to the regimen if 
the physician supervises his treatment regularly, re- 
ducing the frequency of application if necessary, 
even though therapeutic response may be slower 
with this approach. The amount and vigor with 
which RETIN-A is applied also can be a factor in 
producing erythema; the patient should be in- 
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Fig. 1 Untreated open comedo. Note tightly adher- 
ent corneocytes, admixed with microorganisms, 
debris, and sebum (x 200). 








in acne 
treatment 
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structed initially to use RETIN-A once daily in an 
amount and manner sufficient to produce a satisfac- 
tory response without causing excessive erythema. 
Most patients who developed erythema in 16 
-well-controlled studies* exhibited the maximum in- 
tensity in either the second or third week of treat- 
ment. Subsequently the degree of erythema 
¿decreased i in most patients as treatment continued. 
Thus, after a few weeks of therapy with 
RETIN-A, when clinical response is becoming ap- 
parent and excessive erythema is less likely to 
occur, the frequency of application can be in- 
creased, if desired. 
x The introduction of the third important dosage 
orm, RETIN-A Brand tretinoin Cream 0.1% , now 
provides even greater therapeutic flexibility to 
enable you to titrate for individual patient response. 
The therapeutic range and flexibility with 
RETIN-A facilitates treatment of acne vulgaris, 
primarily grades I, Il, and III** in which comedones, 


papules, and pustules predominate. 
eo? 


Fig. 2 Close-up detail illustrating firm 
adherence and compacting of cells, 
microorganisms, debris, and oily film 
(x 1000). 


Fig. 3 Treated open comedo. RETIN-A therapy 
(three weeks). The lesion is springing up out of 
its crater. Note reduced cohesiveness of the 
cellular mass (x 100). 


The patient who continues to experience ex- 
cessive irritation, even after careful titration with 
RETIN-A, should be withdrawn from therapy. 


TITRATION 


to control clinical response 
while avoiding excessive erythema 





PHYSICIAN- 1. FREQUENCY 
SUPERVISED 2. STRENGTH 

For Acne Vulgaris 3.DOSAGE FORMS 

Grades I, Il, III 4. ADJUNCTIVE MEASURES? 
Data on file in the Department of Clinical Research, Johnson & 
Johnson 


It is not effective in most cases of severe pustular and deep cystic 
nodular variéties (acne conglobata) 


tInstruct patient to: Wash face gently, no more than 2 or 3 times daily 


Pat face dry with towel (don't rub). Wait 15-20 minutes before apply- 
ing RETIN-A. Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. Use mild soap and 
shampoo (PURPOSE Brand Soap; PURPOSE Brand Shampoo). Avoid 
excessive exposure to extremes of climate. 





Fig. 4 Close-up detail illustrating effect 
of RETIN-A on corneocytes, now clearly 
visible as loosely attached individual 
cells (x 1000). 
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dinical response 


In 16 well-controlled, double-blind studies 
utilizing 0.05% RETIN-A Brand tretinoin solution 
and involving 372 patients, good to excellent results 
were attained in 72.8% of the cases, with only 
27.2% rated fair to poor, and with less than 2% 
adverse reactions noted. 

Five randomized double-blind studies were 
performed utilizing RETIN-A Brand tretinoin in a 
hydrophilic cream base on 85 teenage and young 
adult patients with grades Il and IIl acne. They re- 


by prescription only 


tretinoin 


Scanning electron micrographs by C. M. Papa, M.D., Johnson & Johnson Research 


ceived treatment once or twice daily with RETIN-A 
0.1% , using the cream base as a control, for periods 
of up to 16 weeks. A good to excellent response was 
achieved in 62.3% of these patients, with 37.7% 
rated poor to fair. An adverse reaction was noted in 
only 1 patient. 

The cream base is a convenient vehicle for use 
by the patient, and appears to contribute to a re- 
duction in adverse effects over the effects noted 
with previous formulations. 


For prescribing information, 
please see last page of this advertisement. 


New Cream 0.1% 
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an ethical specific from the Dermatological Division of fohmonsfohmon 


Description: RETIN-A Brand tretinoin is available in both liquid and 
cream vehicles. RETIN-A liquid contains tretinoin (all-trans retinoic 
acid; vitamin A acid) 0.05% by weight, polyethylene glycol 400, 
butylated hydroxytoluene, and alcohol 55%. RETIN-A cream con- 
tains tretinoin 0.1% by weight in a hydrophilic cream vehicle of 
isopropyl myristate, white wax, polyoxyl 40 stearate, stearyl alcohol, 
stearic acid, and parabens (methyl and propyl). 
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Evidence to date suggests it 

acts deep within the follicular canal 
to expel existing comedones, 
break up their precursors, and 
prevent formation of new ones 
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Reti nA 


tretinoin 


Saturated Swabs 0.05% 
Liquid 0.05% 
New Cream 0.1% 


RETIN-A liquid contains tretinoin 0.05% by weight, polyethylene 
glycol 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A 
cream contains tretinoin 0.1% by weight in a hydrophilic cream 
vehicle of isopropyl myristate, white wax, polyoxyl 40 stearate 
stearyl alcohol, stearic acid, and parabens (methyl and propyl 


Indications: RETIN-A Brand tretinoin is indicated for topical applica- 
tion in the treatment of acne vulgaris, primarily grades I, Il, and III in 
which comedones, papules, and pustules predominate. It is not effec- 
tive in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). ., 
Contraindications: Use of the product should be discontinued if 
hypersensitivity to any of the ingredients is noted. 

Warnings: RETIN-A Brand tretinoin should be kept away from the 
eyes, the mouth, angles of the nose, and mucous membranes. Topical, 
use may induce severe local erythema and peeling at the site of 
application. If the degree of local irritation warrants, patients should 
be directed to use the medication less frequently, discontinue use 
temporarily, or discontinue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous skin and should be 
used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular Á 
caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patient's 
skin until the effects of peeling agents subside before use of RETIN-A 
Brand tretinoin is begun. 

Exposure to sunlight, including sunlamps, should be minimized 
during the use of RETIN-A Brand tretinoin and patients with sunburn 
should be advised not to use the product until fully recovered because 
of heightened susceptibility to sunlight as a result of the use of t 
tretinoin. Patients who may be required to have considerable sun , 
exposure due to occupation should exercise particular caution. 
Similar precautions are advisable with regard to the use of medicated 
or abrasive soaps and cleansers, soaps and cosmetics that have a 
strong drying etfect, and products with high concentrations of alcohol, 
astringents, spices, or lime. 

If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may 
occur. 

Adverse Reactions: The skin of certain sensitive individuals may 
become excessively red, edematous, blistered, or crusted. If these 
effects occur, the medication should either be discontinued until the 
integrity of the skin is restored or the medication should be adjusted 
to a level the patient can tolerate. Temporary hyper- or hypopig- 
mentation has been reported with repeated application of RETIN-A 
Brand tretinoin. Some individuals have been reported to have height- 
ened susceptibility to sunlight while under treatment with RETIN-A 
Brand tretinoin. To date, all adverse effects of RETIN-A Brand tretinaja 
have been reversible upon discontinuation of therapy. (See Dosage 
and Administration section.) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin cream 
should be applied once a day, before retiring, to the skin where acne 
lesions appear, using enough to cover the entire affected area lightly. 
Swab: One RETIN-A Brand tretinoin swab should be applied once a 
day, before retiring, to the skin where acne lesions appear, spreading 
the medication over the entire affected area. One swab supplies 
enough of the preparation to treat an area the size of the face. If other 
sites are treated, such as the back, additional swabs should be used. 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a day, 
before retiring, to the skin where acne lesions appear, using enough 
to cover the entire affected area lightly. The preparation may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or 
cotton is employed, care should be taken not to oversaturate it to th 
extent that the liquid would run into areas where treatment is not à 
intended. 

Application may cause a transitory feeling of warmth or slight sting- 
ing. In cases where it has been necessary to temporarily discontinue 
therapy or to reduce the frequency of application, therapy may be 
resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of 
inflammatory lesions may occur. This is due to the action of the 
medication on deep, previously unseen comedones and papules. 
Therapeutic results should be noticed after two to three weeks. Re- 
sults may not be optimal until after six weeks of therapy. Once the 
acne lesions have responded satisfactorily, it may be possible to 
maintain the improvement with less frequent applications. 

Patients treated with RETIN-A Brand tretinoin may use cosmetics, 

but the areas to be treated should be cleansed thoroughly before the 
medication is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied in three forms: 

1. Foil-covered swabs saturated with 0.05% strength liquid, in boxes 
of 30. 

2. Amber bottles containing two fluid ounces of 0.05% strength 
liquid. 

3. One-ounce tubes containing a bland hydrophilic cream with 
tretinoin at 0.1% strength. « 
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Manuscript Preparation and Submission 


Send manuscripts by first-class mail to the Chief Editor, Robert 
R. Kierland, MD, Mayo Clinic, 200 1st St, SW, Rochester, Minn 
55901. Manuscripts are received with the understanding that 
they are not under simultaneous consideration by another publi- 
cation. Accepted manuscripts become the permanent property of 
the ArcEIves and may not be published elsewhere without per- 
mission from the publisher (AMA). 

[C] All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

L] Designate one author as correspondent and provide his ad- 
dress and telephone number. He will be notified by mail of the 
intended publication date approximately one month in advance. 
Order reprints at the time the typescript is returned after edi- 
torial processing. The corresponding author will receive 200 
free tearsheet copies of the article. 

LJ Submit an original typescript and two high quality copies of 
the entire manuscript including short commun:cations such as 
letters to the editor, book reviews, announcements, etc. All copy 
(including references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm (8'!* x 11 inch), heavy-duty white bond 
paper. Ámple margins shculd be provided. 

[C] Titles should be short, specific, and clear. They should not 
exceed 75 characters, including punctuation and spaces. À sub- 
title is often useful to shorten the main title. Provide a brief 
"running title" on each manuscript page. The title page should 
include the full names end academic affiliations of all authors, 


'the address to which requests for reprints should be sent, and, if 


the manuscript was presented at a meeting, the name of the 


organization, place, and date on which it was read. 


L]. The style of writing should conform to acceptable English 
usage and syntax. Slang, medical jargon, obszure abbreviations, 
and abbreviated phrasing are to be avoided. 

C] Manuscripts reporting the results of experimental investi- 
gations on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the pro- 
cedure(s) had been fully explained. 

CI Authors whose “first” language is not English should ar- 
range for their manuscripts to be written in idiomatic English 
prior to submission. 

[ ] Provide an abstract (135-word maximum) of the article. The 


abstract should include statements of the problem, method of - 


study, results, and conclusions. The abstract replaces the sum- 
mary. : 

L] List references in consecutive numerical order (not alpha- 
betically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited 
in the text or tables. Unpublished data end personal communi- 
cations should not be listed as references. References to journal 
articles should include (1) author, (2) title, (3) journal name (as 
abbreviated in Index Medicus), (4) volume number, (5) inclusive 
page numbers, and (6) year, in that order. References to books 
should include (1) author(s), (2) chapter title (if any), (3) editor 
Gf any), (4) title of book, (5) city of publication, (6) publisher, and 
(7) year. Volume and edition numbers, specific pages, and name 
of translator should be included when appropriate. The author 
is responsible for the accuracy and completeness of the references 
and for their correct text citation. Please note this journal's punc- 
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tuation and sequence style preference in previously publishet 
reference listings. 

[L] Refer to patients by number (or, in anecdotal reports, b: 
fictitious given names). Real names or initials should not be usec 
in the text, tables, or illustrations. 

[C] Ali measurements are to be in metric units. 

L] Letzers to the Editor. The Editor will be pleased to receivi 
correspondence which pertains to material published in th: 
ARCHIVES. If intended for publication, such letters should b: 
clearly marked “For Publication.” 

Use only those illustrations that clarify and augment the 
text. Submit illustrations in duplicate, unmounted and un 
trimmed. Do not send original artwork. Send high-contrast gloss: 
prints (not photocopies). Figure number, name of senior author 
and arrow indicating “top” should be typed on a gummed labe 
and affixed to the back of each illustration. All lettering must be 
legible after reduction te column size. Artwork submitted foi 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain used shoulc 
be provided when pertinent. Illustrations should preferably be ir 
a proportion of 12.5 x 18 cm (5 x7 inches). 

Legends should be typed double spaced beginning on a separati 
sheet of paper. Length should be limited to a maximum of 4( 
words. 

An experienced medical illustrator should be employec 
whenever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. I 
halftone artwork with labels is submitted, affix type and leader: 
to a clear acetate overlay registered to the base drawing. Label: 
and leaders should be applied directly to the drawing board sur- 
fece if the artwork consists only of line ink technique. 

L] A letter of consent must accompany all photographs of pa- 
Cents in which a possibility of identification exists. It is not suf. 
Écient to cover the eyes to mask identity. 

C] Mlustrations in full color are accepted for publication if th« 
editors believe that color will add significantly to the publishec 
manuscript. The ARCHIVES will pay part of the expense of repro 
duction and printing color illustrations, the remainder to be 
borne by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square 
finished illustrations which can be arranged on a one-page lay- 
out. Any additional illustrations or special effects will be billed 
to the author at cost. Positive color transparencies (35 mm pre- 
ferred) must be submitted for an evaluation. Do not send color 
prints unless accompanied by original transparencies. If trans- 
parencies are mounted in frames or glass, the material should be 
carefully packed in gauze and sent with the manuscript in a 
separate container or between two pieces of pressboard. 

L] Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28 cm (8Y2 x 11 inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. 

C] Tables should be arranged so that when printed they will 
not be wider than three columns of AncHivEs body type. Gen- 
erally three, six, or nine typewritten columns of data (including 
stub, or left column) will fit into three columns. All tables must 
be numbered consecutively, beginning with 1, and each must 
have a heading. Example: "Table 5. — Results of Blood Coagula- 
tion Studies." 
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(flurandrenolide) 
Cream FIRST: 


. Cordran Cream, Half Strength, is one of 
. the most economical topical corticoster- 

. oids available for maintenance 
therapy of widespread or chronic 
lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. 
Patients rub a small quantity of the 
cream into the affected area two or three 
times daily. 


The cream has a specially formulated 
base that provides penetrating action. 
It leaves a smooth, pleasant-feeling film 
on the skin. Since it is nonwaxy, there 
is no heavy residue. 


For control in acute dermatoses... 
use full-strength Cordran Cream. 


Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia 
and varicella and in patients with a 
history of hypersensitivity to any of their 
components. 


Additional information available to the 
profession on request. Eli Lilly and 
Company, Indianapolis, Indiana 46206. 


*Responsive to topical corticosteroids. 

+In the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. 


See next pagefor prescribing information. 


Cordran Cream y 


(flurandrenolide) 
ifa dermatosis win respond to a topical corticosteroid, 
it should respond to Cordran 





If a dermatosis will respond to a topical 
corticosteroid, it should respond to Cordran^ 


Description: Cordran® (flurandrenol de, Lilly) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluoro-16a-hydroxyhydrocortisone 16, 17-ace- 
tonide. 

Each Gm. of Cream Cordran contains 0.5 
mg. (0.05 percent) or 0.25 mg. (0.025 percent) 
flurandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzyl alcohol, and purified water. 


Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 


Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial therapy, full-strength (0.05 percent) prep- 
arations of Cream, Ointment, or Lotion Cor- 
dran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas. 


Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 


Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technic is used, there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not *or ophthalmic use. 


Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 

Acneform eruptions 

Burning 

Dryness 

Folliculitis 

Hypertrichosis 

Hypopigmentation 

Irritation 

Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin 

Miliaria 

Secondary infection 

Skin atrophy 

Striae 


Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 


(flurandrenolide) 


be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 


Use with Occlusive Dressings 
The technic of occlusive dressings (for man- 
agement of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in a bath will help soften the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap™, or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7.|n more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings— Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restricted. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, lesions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature cccurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran* 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 

Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 

Lotion Cordran® (flurandrenolide, Lilly), 
0.05 percent, in 15 and 60-ml. plastic squeeze 
bottles. [071072] 
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For the physician involved in the 
| disability rating process: It's com- 


| plete, up-to-date, authoritative, 
and indispensable. 
It covers every conceivable 


kind of permanent impairment, 
| including mental disorders, that 
could enter into a disability 
award. 

It gives impairment percent- 
ages for individual systems and 
functions, for combined impair- 
| ments, and for the “whole man”: 
the relationship of impairment to 
the activities of daily living. 
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A new “slant” 
on topical fungus 
detection 


DIM -Schering 


Dermatophyte Test Medium 





The practical compact 
Dermatophyte Diagnostic 
Kit for your office 
or laboratory 


RAPID « SIMPLIFIED 
ACCURATE « RELIABLE 


testing for Microsporum, 


















Wide 

Mouth: 

for easier inocu- 
lation. 


Plasti-Sealed: 
to assure continued * 
freshness, stability 


and activity. Trichophyton, Epidermophyton 
Maximal 
Slant: 


for greater medium- 
surface contact to 
induce better and 
faster dermatophytic 
growth. 


DTM formulation permits 

| detailed morphological examination 
and precise dermatophyte 

| identification. 


97% Accuracy: 
Schering follows 
Taplin's clinically 
proven formula for 
optimal derma- 
tophyte growth and 
identification. 


FIRST CLASS 


Color 
Indicator: 
superior to older 
media because the 
dramatic color 
change from yellow 
to striking red is 
easily and rapidly 


Permit No. 11 
Port Reading, N. J. 











BUSINESS REPLY MAIL 


No postage stamp necessary if mailed in the United States 





interpreted. 

Selected 

Antibiotics: POSTAGE WILL BE PAID BY 

including genta- 

micin, to reduce SCHERING DIAGNOS TICS 
isis eih A Division of Schering Corporation 
nonpathogenic fungi 40 Markley Street 


(saprophytes). Port Reading, New Jersey 07064 


` Your own dermatophyte detection system 
that's simply "red" when positive 


Simple steps — 
eliminate 
complicated 
test procedures 


A, Inoculate DTM-Schering with 
specimens of skin, nails or hair. 
Tamp gently onto the slant with 
the disposable serrated knife 
that is supplied for each test. 





B. Replace cap loosely for good 
air exchange in vial. Incubate at 
room temperature (from 20° to 
30? C.). DTM-Schering is pack- 
aged in a unique platform box 
which also serves as two incu- 
bation trays. 








C. Examine for color reaction in 
1l or 2 days. Rapidly growing 
dermatophyte strains produce 
color change usually in 24 to 72 
hours, slower strains take cor- 
respondingly longer. 
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The message in 
the medium — 
in 24-72 hours 


Dermatophytes belonging to the 
genera Microsporum, Tricho- 
phyton and Epidermophyton 
cause the medium to change 
from yellow tored. Initial color 
change usually in 24-72 hours; 
full color development may take 
up to 6 days. 
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- boxes DTM-Schering (Dermatophyte Test Medium) 


24 slants/box. COSTS: $19.00/box; six or more boxes $16.50/box. 
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DTM (dermatophyte 
test medium) 
formula proved 
over 97% 

accurate In 
diagnosing 
dermatophyte 
infections in over 
3000 patients 


DTM-Schering permits simpli- 
fied, rapid, practical detection 
and confirmation of fungi respon- 
sible for tinea (ringworm) infec- 
tions of skin, hair and nails 
without intricate microscopic 
and morphologic study. 


In separate studies of 3000 sub- 
jects in private offices, clinics 
and field trials by the military, 
the formula used in DTM 
(dermatophyte test medium) 
provided an accuracy ranging 
from 97% to 100%. The relative 
absence of false positive results 
permits easy interpretation even 
by unskilled personnel. In one 
study of 1400 cultures, 97% 
could be classified solely by 
simple observation of the color 
change in the medium (from 
yellow to red) as positive or 
negative for dermatophytes. 


References: 

Merz, W.; Berger, C., and Silva-Hutner, M.: 
Arch. Derm. 102:545-547, 1970. 

Taplin, D.; Zaias, N.; Rebell, G., and Blank, H.: 
Arch. Derm. 99:203-209, 1969. 

Taplin, D.; Alien, A., and Mertz, P.: Proc. Int'l. 
Symposium on Mycoses, PAHO 205:55-58, 1970. 
Allen, A.; Drewry, R., and Weaver, R.: Arch. 
Derm. 102:68-70, 1970. 
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owila. (ake 


| Soap-Free Skin Cleanser 


Gentle Lowila Cake is a mainstay in dermatitic skin therapy. Its low pH (4.5-5.5) helps pro- 
tect the natural acidity of the skin and favors healing. Hypoallergenic, rich lathering Lowila 
provides care for tender skin. Recommended for dermatitic and eczematous patients of 
all ages, including babies. See PDR. Suppled: 3% oz. bars. 


Contains sodium laury! sulfoacetate in a corn dextrin base. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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Halotex is the only 
Rx-only fungicide 


Unsurpassed effectiveness 


Lesion score improvement in 135 patients with varied dermato- 
phytoses included in four double-blind studies! showed comparable 
results with Halotex and tolnaftate. However, in one double-biind study 
of 82 tinea pedis patients, there was a significantly higher relapse rate as 
measured by KOH determination and culture in the tolnaftate-treated 
patients eight days after therapy was discontinued. 


Economical, full-treatment-size packaging 


Convenient and economical, Halotex is available in two nongreasy and 
nonstaining forms: Halotex Cream 1% in 30-g. tubes and Halotex Solu- 
tion 1% in 10- and 30-ml. bottles. One tube or one 30-ml. bottle is 
usually adequate for a complete course of therapy. 


Description: Halotex cream provides 1% haloprogin in a water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in polyethylene glycol 400, polyethylene glycol 4000, diethyl 
sebacate and polyvinylpyrrolidone. Halotex solution provides 1% (10 mg. per ml.) haloprogin in a homo- 
geneous vehicle of diethyl sebacate and alcohol. Action: Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the skin. Indications: Halotex cream and solution are indicated 
for the topical treatment of tinea pedis. tinea cruris. tinea corporis and tinea manuum due to infection with 
Trichophyton rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, Microsporum canis, and 
Epidermophyton floccosum. It is also useful in the topical treatment of tinea versicolor due to Malassezia 
furfur. Contraindications: Halotex preparations are contraindicated in those individuals who have shown 
hypersensitivity to any of the components. Warning: USAGE IN PREGNANCY — Safety for use in preg- 
nancy has not been established. Precautions: In case of sensitization or irritation due to Halotex cream or 
solution or any of the ingredients, treatment with these preparations should be discontinued and appro- 
priate therapy instituted. If a patient shows no improvement after four weeks of treatment with Halotex 
cream or solution, the diagnosis should be redetermined. In mixed infections where bacteria or nonsus- 
ceptible fungi are present, supplementary systemic anti-infective therapy may be indicated. For external 
use only. KEEP OUT OF EYES. Adverse Reactions: Reactions reported include: (1) local irritation, burning 
sensation, vesicle formation, and; (2) increased maceration, pruritus or exacerbation of pre-existing 
lesions. Dosage and Administration: Halotex cream and solution should be applied liberally to the 
affected area twice daily for two to three weeks. Interdigital lesions may require up to four weeks of ther- 
apy. How Supplied: Halotex^ cream 1% (10 mg. per g.) 30 g. collapsible aluminum tube NDC 87-590-1 
Halotex solution 195 (10 mg. per ml.) 10 ml. polyethylene bottle with controlled drop tip NDC 87-591-1 and 
30 ml. polyethylene bottle with controlled drop tip NDC 87-591-2. References: 1. Carter, V.H.: A Con- 
trolled Study of Haloprogin and Tolnaftate in Tinea Pedis, Curr. Ther. Res. 14:307-310 (June) 1972 

2. Katz. R., and Cahn, B.: Haloprogin Therapy for Dermatophyte Infections. Arch. Derm. 106:837,838 


| (Dec.) 1972. 3. Data on file, Mead Johnson Research Center. 
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A topical steroid 


that has clinically — 
succeeded 
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~ Valisone 


brand of 


-06% 


epamethasone 
valerate (0.1% 


Cream /Ointment 


Plus economy P.:.d. dosage often found effective! 
Available in 5, 15, and 45 Gm. tubes. 


in contact dermatitis 
(81 of 84 patients)! 
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CLINICAL CONSIDERATIONS: 
Description VALISONE products contain 
betamethasone valerate (9-fluoro-11; ,17,21- 
trihydroxy-16, -methylpregna-1,4~liene-3,20- 
dione 17-valerate). Each gram of VALISONE 
Cream 0.1% contains 1.2 mg. betamethasone 
valerate (equivalent to 1.0 mg. betamethasone) 
ina soft, white, hydrophilic cream of water, 
mineral oil, petrolatum, polyethylene glycol roc 
monocetyl ether, cetostearyl alcohol, monobasic 
sodium phosphate, and phosphoric acid; 4- 
chloro-m-cresol is present as a preservative. Ea 
gram of VALISONE Ointment 0.1% contains 
I.2 mg. betamethasone valerate (equivalent to 
1.0 mg. betamethasone) in an ointment base of 
liquid and white petrolatum, and hydrogenated 
lanolin. VALISONE Cream and Ointment 
contain no parabens. 

Indications VALISONE Cream and 
Ointment are indicated for the relief of the 
inflammatory manifestations of corticosteroid- 
responsive dermatoses. 

Contraindications VALISONE Cream anc 
Ointment are contraindicated in vaccinia and 
varicella. Topical steroids are contraindicated 11 
those patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions [If irritation develops with the 
use of VALISONE Cream or Ointment, 
treatment should be discontinued and 
appropriate therapy instituted. In the 
presence of an infection, the use of an appro- 
priate antifungal or antibacterial agent should t 
instituted. If a favorable response does not 
occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. If extensive areas are treate: 
or if the occlusive technique is used, the pos- 
sibility exists of increased systemic absorption : 
the corticosteroid and suitable precautions sho! 
be taken. Although topical steroids have not 
been reported to have an adverse effect on preg 
nancy, the safety of their use in pregnant femal: 
has not been absolutely established. Therefore, 
they should not be used extensively in pregnan 
patients, in large amounts, or for prolonged 
periods of time. VALISONE Cream and Oint- 
ment are not for ophthalmic use. 

Adverse Reactions The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. T 
following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria. 

Dosage and istration Apply a thin 
film of VALISONE Cream or Ointment to the 
affected skin areas one to three times a day. 
Clinical studies of VALISONE have indicated 
that dosage only once or twice a day is often 
feasible and effective. AUGUST 1972 

For more complete details, consult Scher 
literature available from your Schering 
Representative or Professional Services 
Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 


References: (/) Files of Headquarters Medical Research 
Division, Schering Corporation. (2) Carter, V. H., and 

Noojin, R. O.: Curr. Therap. Res. 9:253, 1967. (3) Falk, M. S.: 
Cutis 2:788, 1966. (4) Goldblum, R. W.: Pennsylvania Med. 
69:50, 1966. (5) Nierman, M. M.: J. Indiana M. A. 10:1184, 
1966. (6) Zimmerman, E. H.: Arch. Dermat. 95:514, 1967. 
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Lesion #2—Two days after initiation of ther- 
apy. Electron micrograph of solar keratotic 
skin from patient’s hand. 

Typical abnormalities are: 

Malpighian cells [containing an abundance of 
thick tonofibrils (T)] which are connected with 
well-developed desmosomes (D). Note the 
clumped tonofibrils in the so-called ‘dyskera- 
totic' cell (arrow) indicative of solar keratosis. 
No change can be noted at this level after two 
days of therapy. x 5000 (12/16/71) 


Solar, actinic or senile keratoses 


By whatever name they may be known, they commonly 
occur as multiple lesions and chiefly on the exposed 
portions of the skin. Because they may be premalignant, 
it is generally agreed that they should be treated. Sur- 
gery, cryotherapy, or electrodesiccation may present 
certain drawbacks, both for the physician and the 
patient, but there is Efudex® (fluorouracil)—as an alter- 
native to conventional therapy. 


Sequence of therapy — 
Selectivity of response 


The easily applied Efudex cream or solution usually 
begins to show effects within a few days—an erythema 
in the area of the lesions. Within two weeks after ini- 
tiation of therapy, this reaction usually reaches its 
height of unsightliness and discomfort, declining after 
discontinuation of therapy. This reaction occurs in 
affected areas. Since the response is so predictable, 
lesions that do not respond should be biopsied to rule 
out the presence of a frank neoplasm. 


Lesion #3—Two weeks after initiation of ther- 
apy. Electron micrograph of skin from patient’s 
hand. 

Improvement shown: 

Less conspicuous desmosomes (D), widened 
intercellular spaces and Malpighian cells 
showing a remarkable reduction of tonofibrils 
(T). The arrow indicates a degenerating 
dyskeratotic cell. x 5000 (12/31/71) 





Acceptable results 


Treatment with Efudex (fluorouracil) provides highly 
acceptable cosmetic results posttherapeutically. The 
incidence of scarring is low.* This is particularly impor- 
tant with multiple facial lesions. Efudex should be 
applied with care near the nose, eyes and mouth. 


5% cream/solution—a Roche exclusive 


Only Roche formulates the 5% cream and solution 
—high in patient acceptability—economical—and higher 
in clinical efficacy than the 2% formulation for lesions 
of the hands and forearms. 


*Data on file, Hoffmann-La Roche Inc., Nutley, New Jersey. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc 
Nutley, N.J. 07110 
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Before treatment— 12/14/71 


intreating solar keratoses 
which may be premalignani. 


After treatment— Two weeks after 


therapy stopped — 1/28/72 


This patient's solar keratoses 
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Efudex (fluorouracil) 5% 


Before prescribing, please consult complete product 
information, a summary of which follows: 


Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity to 
any of its components. 

Warnings: If occlusive dressing used, may increase inflam- 
matory reactions in adjacent normal skin. Avoid prolonged 
exposure to ultraviolet rays. Safe use in pregnancy not 
established. 

Precautions: If applied with fingers, wash hands immediately. 
Apply with care near eyes, nose and mouth. Lesions failing 
to respond or recurring should be biopsied. 

Adverse Reactions: Local—pain, pruritus, hyperpigmentation 
and burning at application site most frequent; also derma- 
titis, scarring, soreness and tenderness. Also reported—in- 
somnia, stomatitis, suppuration, scaling, swelling, irritability, 
medicinal taste, photosensitivity, lacrimation, leukocytosis, 


, thrombocytopenia, toxic granulation and eosinophilia. 


Dosage and Administration: Apply sufficient quantity to cover 
lesion twice daily with nonmetal applicator or suitable glove. 
Usual duration of therapy is 2 to 4 weeks. 

How Supplied: Solution, 10-ml drop dispensers—containing 
2% or 5% fluorouracil on a weight/weight basis, com- 
pounded with propylene glycol, tris(hydroxymethyl)amino- 
methane, hydroxypropyl cellulose, parabens (methyl and 





propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil ina 
vanishing cream base consisting of white petrolatum, stearyl 
alcohol, propylene glycol, polysorbate 60 and parabens 
(methyl and propyl). 


An alternative to 
conventional therapy 


Efudex 


(fluorouracil) 
cream/solution 
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“Doctor, with 
my delicate skin... 
what kind of soap 
should I use?” æ 





Pure mild Ivory is one of the safest - 
possible soaps you can recommend for 
delicate skin. More doctors recommend 
Ivory than any other soap: ivory may setely be 


used as an adjunct to treatment 
of scabies, seborrhea and 


It makes sense. immersion experiments— impetigo. 
Ivorys absence of many extra confirm that Ivory is one ; 
ingredients helps minimize of the mildest. least irritating oe 
chances of irritation. soaps you can recommend. 

Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 


including patch tests and arm this clinical experience. 





Procter & Gamble Marker Research Study #69222, available on request to interested physicians 





...Small prices 
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g HYTONE 1⁄2% 
4 (HYDROCORTISONE) 
CREAM 
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Contraindications — Hydrocortisone — skin tuberculosis, viral infection, herpes simplex, vaccinia or v 


LARGE SIZES 


FORMTONE- 
HC CREAM 
Hydrocorti- 
sone Alcohol 


or 1% 
lodochlor- 


hydroxyquin 


ZE-TAR- 
QUIN 
CREAM 
Hydrocorti- 
sone Alcohol 
7496, Diiohy- 
droxyquin 196 
and Synthetic 
Crude Coal 


. Tar 2%. 


HYDRO- 
CORTISONE 
Alcohol 7296. 


VYTONE 
CREAM 
Hydrocorti- 
sone Alcohol 
%2% and Diio- 
dohydroxy- 
quin 1%. 
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you get a steroid/base system 
—not just a steroid. Lidex isa 
paraben-free formulation 
specially-designed to deliver 
the active ingredient to the 
lesion with maximum 
efficiency. Fluocinonide, 
the chemical entity developed 
by ha is 100% in solution—ready for 


- 


tnlargement 74X) of 


idex cream 0.0596. No 
eroid crystals — fluocinonide 


tally in solution. 





from 
Syntex research 


005% 
Lidex (fluocinonide) 
the first 
steroid/base system. 


When you prescribe Lidex, 










Lidex cream 

and ointment 
are available 
in 15 gm. 


release. To make this 

release optimal, Syntex 
research invented special 
cream and ointment 

bases and matched them 

to the steroid. 

Lidex is the first anti-inflammatory 
steroid/base system-and it's effective 

adjunctive therapy without occlusion. 





and 60 gm. tubes. 


DESCRIPTION 


LIDEX cream 0.05% and LIDEX ointment 0.05% cont 
the active compound fluocinonide. Fluocinonide, wh 
is the 2l-acetate ester of fluocinolone acetonide, t 
the chemical formula 6a, 9a-difluoro-118, 16a, 17a, : 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 16, ` 
acetal with acetone 21-acetate. 

LIDEX cream contains fluocinonide in FAPG* cream 
specially formulated cream base consisting of stea 
alcohol, polyethylene glycol 6000, propylene glycol, 
2, 6-hexanetriol and citric acid. This white cream vehi 
is greaseless, non-staining, anhydrous and complete 
water miscible. The base provides emollient and hyd 
philic properties. In this formulation, the active ingredi 
is totally in solution. 

LIDEX ointment contains fluocinonide in a specially f. 
mulated ointment base consisting of Amerchol Cé 
white petrolatum, propylene carbonate and propyle 
glycol. It provides the occlusive and emollient effe 
desirable in an ointment. In this formulation the act 
ingredient is totally in solution 


ACTIONS 


LIDEX (fluocinonide) cream and ointment are effecti 
because of their anti-inflammatory, anti-pruritic a 
vasoconstrictor action 


INDICATIONS 
LIDEX cream and ointment are intended for topical u 
as adjunctive therapy for the relief of inflammatc 
manifestations of acute and chronic corticosteroid 
sponsive dermatoses 


CONTRAINDICATIONS 


Topical steroids are contraindicated in vaccinia a 
varicella. Topical steroids are contraindicated in the 
patients with a history of hypersensitivity to any of 
components of the preparation. 


PRECAUTIONS 
If irritation develops, the cream or ointment should 
discontinued and appropriate therapy instituted. 
In the presence of an infection the use of an appropri: 
antifungal or antibacterial agent should be institut 
If a favorable response does not occur promptly, 
corticosteroid cream or ointment should be discontinu 
until the infection has been adequately controlled. 
If extensive areas are treated, the possibility exists 
increased systemic absorption and suitable precautie 
should be taken. 


Although topical steroids have not been reported to hc 
an adverse effect on pregnancy, the safety of their i 
in pregnant females has not absolutely been establish 
Therefore, they should not be used extensively on pr 
nant patients, in large amounts or for prolonged peric 
of time. 

LIDEX* (fluocinonide) cream and ointment are not 
ophthalmic use. 


ADVERSE REACTIONS 


The following local adverse reactions have been 
ported with topical corticosteroids: 


burning sensations acneform eruptions 
itching hypopigmentation 
dryness striae 

secondary infection skin atrophy 
folliculitis 


DOSAGE AND ADMINISTRATION 


A small amount should be gently massaged into 
affected area three or four times daily, as needed. 


HOW SUPPLIED 
LIDEX 0.05% Cream — 15 gm. and 60 gm. tubes 
LIDEX 0.05% Ointment — 15 gm. and 60 gm. tubes 


SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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S 
y G A. N Transact has the peeling and drying 


(^ | ae AS a power to treat patients with the oiliest acne 
15 skin. Yet Transact is so versatile you can 
use it on most patients—even those 

with milder acne or fair skin. You simply 
tailor the therapy by varying the 
frequency of application. 


that it's invisible on the skin makes it highly 
acceptable to patients. Since no one can 
see it, boys wear it willingly during the 
daytime, and girls can wear it under their 
makeup. Clearly: Transact works. 

See PDR. Supplied: 1 oz. plastic tubes. 


Contains: LIPOSEC® brand of polyoxyethylene lauryl 
ether 6%; micropulverized sulfur 2%; alcohol 40%. 





transparent medicated acne gel 


Westwood Pharmaceuticals Inc. Buffalo, New York 14213 
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FULVICIN-U/F® Tablets brand of 
griseofulvin (microsize) tablets, U.S.P. 
Jhe use of this drug is not justified in minor or 
trivial infections which will respond to topical 
antifungal agents alone. CLINICAL 
CONSIDERATIONS—INDICATIONS: Griseo- 
fulvin is fungistatic and is indicated for 

the treatment of ringworm infections of the skin, 
hair, and nails, namely: Tinea corporis, Tinea pedis, 
Tinea, cruris, Tinea barbae, Tinea capitis, 

Tinea unguium (onychomycosis) when caused by 
one or more of the following genera of fungi: 
Trichophyton rubrum, Trichophyton tonsurans, 
Trichophyton mentagrophytes, Trichophyton 
interdigitalis, Trichophyton verrucosum, 
Trichophyton megnini, Trichophyton gallinae, 
Trichophyton crateriform, Trichophyton 
sulphureum, Trichophyton schoenleini, 
Microsporum gypseum, Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi 
responsible for the infection should be 
identified. The use of this drug is not justified in 
minor or trivial infections which will respond to 
topical agents alone. Griseofulvin is not effective 
in the following: Bacterial infections, 
Candidiasis (Moniliasis), Histoplasmosis, 
Actinomycosis, Sporotrichosis, 
Chromoblastomycosis, Coccidioidomycosis, 

North American Blastomycosis, Cryptococcosis 
(Torulosis), Tinea versicolor, Nocardiosis. 
CONTRAINDICATIONS: This drug is 
contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS: Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of fungal 
infections has not been established. Usage in 
pregnancy: The safety of this drug during 
pregnancy has not been established. 
PRECAUTIONS: Patients on prolonged therapy 
with any potent medication should be under 
“Close observation. Periodic monitoring of organ 
system functions, including renal, hepatic, and 
hematopoietic, should be done. Since griseofulvin 
is derived from species of Penicillium, the 
possibility of cross sensitivity with penicillin 
exists; however, known penicillin-sensitive 
patients have been treated without difficulty. 
Since a photosensitivity reaction is occasionally 
associated with griseofulvin therapy, patients 
should be warned to avoid exposure to intense 
natural or artificial sunlight. Should a 
photosensitivity reaction occur, lupus 
erythematosus may be aggravated. Griseofulvin 
decreases the activity of warfarin-type 
anticoagulants so that patients receiving these 
drugs concomitantly may require dosage 
adjustment of the anticoagulant during and after 
griseofulvin therapy. Barbiturates usually 

depress griseofulvin activity and concomitant 
administration may require a dosage adjustment 
of the antifungal agent. 

ADVERSE REACTIONS: When adverse 
reactions occur, they are most commonly of the 
hypersensitivity type such as skin rashes, 
urticaria, and rarely, angioneurotic edema, and 
may necessitate withdrawal of therapy and 
appropriate countermeasures. Paresthesias of 

the hands and feet have been reported rarely 
after extended therapy. Other side effects reported 
occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fatigue, 
dizziness, insomnia, mental confusion, and 
impairment of performance of routine activities. 
Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be 
discontinued if granulocytopenia occurs. When 
rare, serious reactions occur with griseofulvin 
they are usually associated with high dosages, 
long periods of therapy, or both. Available in 
125 mg., 250 mg., and 500 mg. scored tablets. 
For more complete details, consult 
package insert or Schering literature 
available from your Schering 
Representative or Professional Services 
Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
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FULUICITI U/F 500 mg. 


griseofulvin (microsize) tablets, U.S.P 
on DEEPLY IMBEDDED RINGWORM 








the tough | 





Ones... 


Free of parabens or chlorinated phenol preservatives 


Fluorinated for topical effectiveness 7 
Economical 







Indications: Atopic dermatitis, 
eczema, contact dermatitis. 
Contraindications: Viral skin 
diseases, such as varicella 
and vaccinia; hypersensi- 
tivity to any component 
(not for ophthalmic 
use); when circulation 
is markedly impaired. 
Warnings: Safety of 
use in pregnancy has 
not been absolutely es- 
tablished. Do not use 
extensively, in large 
amounts, or for pro- 
longed periods of time 
in pregnant patients. 
Precautions: If irrita- 
tion develops, discon- 
tinue use and institute 
appropriate therapy. In 
infections, use appro- 
priate antifungal or anti- 
bacterial agents: if a fa- 
vorable response does not 
occur promptly, discontinue 
the corticosteroid until the 
infection is adequately con- 
trolled. If extensive areas are 
treated or the occlusive 


technique is used, increased 
systemic absorption of the 
corticosteroid may occur; 
take suitable precau- * 
tions. Adverse Reactions: 
(local) Burning sen- 
sations, itching, irri- 
tation, dryness, fol- 
liculitis, secondary 
infection, skin atro- 
phy, striae, hyper- 
trichosis, acneform 
eruption and hypo- 
pigmentation. 
Supplied: Cream 0.5% 
—Per Gm.: triamcino- 
lone acetonide 5 mg., 
sorbic acid 0.1% and "^ 
potassium sorbate 0.1% 
as preservatives; all po- 
tencies are in a water 
base of glyceryl mono- 
stearate NF, squalane, 
polysorbate 80 USP, poly- 
sorbate 60, spermaceti USP, 
stearyl alcohol USP, and sor- 
bitol solution USP. Ointment 
0.5% —Per Gm.: triamcinolone 
? acetonide 5 mg.; inactive ingredi- 
tix x ent: white petrolatum. 


Cor 5% ià 


Triamcinolone Acetonide . 
HP for high potency 


433-2 LEDERLE LABORATORIES A Division of American Cyanamid Company, Pearl River, New York 10965 


Lederle 
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eo .Ihe thing 
to squeeze 
for acne 


Proven Therapeutic 

Edge in Acne 

Now available in Both Regular 
and New Lemon Scented 





§ Does not traumatize patient...no excessive 
irritation or undesirable erythema. 


§ Noticeable rapid improvement. 


§ Offers individualized therapy to meet the 
specific needs of each patient. 


§ Combines polyethylene granules with sulfur 
and salicylic acid in a surfactant base. 


§ Dries and desquamates skin with a high de- 
gree of safety and flexibility. 


§ Unequaled patient acceptance and coopera- 
tion...leaves the skin with a smooth feeling after 
the first Pernox wash. 


Contents: DESQUAMEX® 
brand of microfine granules 
polyethylene in SEBULYTIC® 





salicylic acid 
4 oz. tubes. 





lathering scrub cleanser 
for acne 


WESTWOOD PHARMACEUTICALS INC., Buffalo, N.Y. 14213 
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Gently with 


Fostril' 


arying lotion for acne 


Fostril treats acne in blondes and 
brunettes, too. It gets them through the 
adolescent crisis of acne flare-up. 
Fostril is specific for acne— one to 
three applications of Fostril daily will 
control acne in most of your patients. 
See PDR. Supplied: 4 oz. tubes. 


Active ingredients: LIPOSEC® brand of polyoxyethylene 
lauryl ether 696; micropulverized sulfur 2% 


WESTWOOD PHARMACEUTICALS INC., 
Buffalo, New York 14213 


Special Article 


Methotrexate Therapy for Psoriasis 


he Subcommittee on Methotrex- 

ate of the Psoriasis Task Force of 
the National Program for Dermatolo- 
gy prepared and published guidelines 
concerning methotrexate therapy for 
psoriasis in 1971 (Arch Dermatol 105: 
363, 1972. These original guidelines 
were used in part by the Federal 
Drug Administration when they ap- 
proved the use of methotrexate for 
treatment of severe psoriasis. 

The Subcommittee on Methotrex- 
ate has remained very active and 
conducted two meetings (Miami, 1971 
and London, 1972) that have been 
concerned mainly with the interac- 
tion between psoriasis, the liver, and 
methotrexate. This international 
group has now reviewed almost 1,000 
liver biopsy specimens from psoriatic 
patients who have received metho- 
trexate. The detailed reports of these 
two meetings will be reported sepa- 
rately. 

I. Indications 

The indications for starting metho- 
trexate therapy remain the same. We 
have deleted the portion that states 
that the diagnosis of psoriasis must 
be established by biopsy or after der- 
matologic consultation. Instead, we 
have emphasized that the diagnosis 
and need for methotrexate therapy 
should be established by dermatolog- 
ic consultation. 

II. Relative Contraindications 

The contraindications remain the 
same, except that we believe that 
near absolute contraindications for 
methotrexate include pregnancy, 
fibrosis or cirrhosis of the liver, se- 
vere leukopenia or thrombocyto- 
penia, and peptic ulcer, active. 

III. Pre-methotrexate Laboratory 
Evaluation 

There are no changes in required 
hematologic renal and liver function 
studies. We still strongly recommend 

.a liver biopsy before methotrexate 
therapy is begun. The liver biopsy 
should be performed and interpreted 
by competent individuals. 

IV. Results of Liver Biopsy and 


Arch Dermatol/Vol 108, July 1973 


Decision Concerning Methotrex- 
ate Therapy 

The classification of liver biopsy 
findings has been altered as a result 
of examining over 1,000 liver biopsy 
specimens at the two international 
meetings concerning the interaction 
between psoriasis, the liver, and 
methotrexate. 


Classification of Liver Biopsy 
Findings 

Grade I: Normal, mild; fatty infiltra- 
tion, mild; nuclear variability, 
mild; portal inflammation, mild. 

Grade II: Fatty infiltration, moderate- 
severe; nuclear variability, moder- 
ate-severe; portal tract expansion, 
portal inflammation, and focal ne- 
crosis, moderate-severe. 

Grade III: Fibrosis (septum forma- 
tion). (Portal fibrosis here denotes 
formation of fibrosis septa extend- 
ing into the lobules. Slight enlarge- 
ment of portal tracts without dis- 
ruption of limiting plates or septum 
formations does not put the biopsy 
in grade IV. This distinction re- 
quires a connective tissue stain or 
reticulin preparation.) 

Grade IV: Cirrhosis 


Recommendation for 
Discontinuation of Therapy 


A recommendation is made to dis- 
continue methotrexate therapy if the 
possibility of liver damage is noted. 
The decision regarding continuation 
or discontinuation of therapy is made 


after liver biopsy. 
The following suggestions are 
made: 


l. If the liver biopsy findings are 
grade III and IV, the patient should 
not be given methotrexate therapy. 
Data is not conclusive as yet concern- 
ing mild portal fibrosis. 

2. If the grade III or IV change 
develops while the patient is on a reg- 
imen of methotrexate, therapy should 
be discontinued. 


3. Repeat liver biopsy in six 


Guideline Revisions 


months is suggested for all patients 
with a grade III or IV change. 

4. Patients with grade I and II 
changes may continue to receive 
methotrexate therapy. 

After methotrexate therapy has 
begun, continued surveillance of liver 
function studies at two to four-month 
intervals is necessary. If a persistent 
abnormality develops, withhold 
methotrexate administration for one 
to two weeks more and repeat the 
battery of liver function studies. Liv- 
er function tests should return to 
normal in two weeks. If there is a sig- 
nificant persistent abnormal liver 
function test, we recommend repeat 
of the liver biopsy. 

If the liver biopsy specimen taken 
before methotrexate therapy was giv- 
en is grade I and liver function 
studies remain normal, repeat liver 
biopsies are probably not necessary. 
V. Drug Dosage Schedules 

There are three commonly used 
general types of dose schedules: 

1. Weekly orally, intravenously, or 
intramuscularly administered inter- 
mittent large doses. 

2. Divided-dose intermittent oral 
dosage schedule over a 36-hour pe- 
riod. 

3. Daily oral dosage with rest pe- 
riod. 

We recommend the first two dosage 
schedules, but warn that the daily 
oral dosage schedule may be associ- 
ated with some increased hazard and 
increased incidence of liver damage. 

The adverse reactions and recom- 
mendations concerning concomitant 
therapy and treatment of overdosage 
remain the same. The Subcommittee 
on Methotrexate will remain active 
and report periodically any changes 
in recommendation concerning meth- 
otrexate therapy for psoriasis. 

Henry H. Roenick, Jr., MD 
Cleveland 

Howarp I. MarBACH, MD 
San Francisco 

GERALD P. WEINSTEIN, MD 
Miami, Fla 
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An international cooperative study was 
organized to evaluate whether the treat- 
ment of severe psoriasis with methotrexate 
significantly affects the liver of these pa- 
tients. From a study population of 550 pa- 
tients, 742 liver biopsy specimens together 
with pertinent clinical and laboratory data 
were evaluated as a function of methotrex- 
ate usage. 

Factors found to be significantly associ- 
ated with histologic liver damage include: 
increased alcohol intake, the daily orally 
administered methotrexate dosage sched- 
ule, obesity, and diabetes. The evidence 
implicating increasing cumulative metho- 
trexate dosage as a cause of hepatic fibro- 
sis is not clear. 0f 247 patients with biopsy- 
proven fibrosis or cirrhosis, 88 patients 
had no recorded abnormalities in history, 
physical examination, or laboratory test 
results which casts serious doubt on the 
reliability of detecting fibrosis or cirrhosis 
without a liver biopsy. 


he folic acid antagonists, aminop- 

terin and methotrexate, have 
been valuable agents in controlling 
severe psoriasis over the past 20 
years."* In the past several years, 
concern has been raised about the 
potential of methotrexate to produce 
liver damage in psoriatic patients 
receiving chronic administration of 
this drug.*® Many reports have ap- 
peared in the literature on both sides 
of this question without resolving the 
problem.!*'? To clarify the situation, 
a large scale retrospective and 
prospective study was organized in- 
volving clinical investigators in the 
United States and Europe. The study 
addressed itself to the questions: Does 
prolonged administration of metho- 
trexate produce severe liver injury as 
manifested by fibrosis and cirrhosis? 
If so, what is its incidence? Can it be 
minimized or avoided by such steps as 
(1) different criteria for patient selec- 


tion, (2) optimal or less toxic ways to 
administer methotrexate, or (3) opti- 
mal utilization of available tests to 
avoid possible toxicity? The coopera- 
tion of the many people involved in 
this study has yielded much informa- 
tion towards answering these ques- 
tions. It has also indicated the direc- 
tions in which further information 
must be obtained to draw reliable 
conclusions on the safety-vs-risk fac- 
tor of methotrexate therapy for psori- 
asis. This report should be considered 
of a preliminary nature as the infor- 
mation is heavily weighted by the 
retrospective data. 


Methods 


The study was designed to correlate per- 
tinent information from each patient's 
history, physical examination, clinical 
laboratory data, and methotrexate drug 
usage, with the morphologic analysis of 
liver biopsy specimens from the same pa- 
tients. Ten dermatology centers contribut- 
ed clinical information on 550 patients, on 
whom 742 liver biopsies were performed. 
All psoriatic patients from each center 
that had liver biopsies prior to or after 
methotrexate therapy were included in 
this study. The clinical data along with 
hematoxylin-eosin, trichrome, or Van Gie- 
son-stained histologic slides of each liver 
biopsy specimen were brought to a work- 
shop held at the University of Miami in 
November 1971. 

Two hundred twelve patients (pre- 
methotrexate group) with psoriasis had 
liver biopsies prior to administration 
of methotrexate. Three hundred ninety- 
four psoriatic patients (post-methotrexate 
group) had at least one liver biopsy after 
the initiation of methotrexate therapy. 
Thirty-eight of the above patients had liv- 
er biopsies both prior to and following 
methotrexate administration. In addition, 
118, 22, and 1 patient had 2, 3, and 4 post- 
methotrexate biopsies, respectively. 

Pari A, consisting of questions on the 
patient's history, was filled out for each 
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subject from chart information recorded 
either at the time of a pre-methotrexate 
liver biopsy or prior to methotrexate ad- 
ministration. Of the 550 patients reported 
314 were men and 233 were women (3 pa- 
tients did not have sex noted on question- 
naire). The mean age of the group was 46.9 
years + 15.4 years and the mean duration 
of psoriasis in these patients was 16.8+ 
12.2 years. Psoriasis was estimated to 
cover approximately 61.5% of the skin 
surface + 27.9%. Thirty-three patients had 
a history of diabetes and 108 patients in 
the group were considered clinically obese. 
Previous systemic therapy for psoriasis 
ncluded 127 patients on corticosteroids 
and 111 patients on antimetabolites. An 
arbitrary classification of alcohol intake 
was used and is subject to criticism, espe- 
cially the reliability of obtaining this in- 
formation from patients. One hundred 
ninety-seven patients indicated that they 
were nondrinkers; 190 took 1 to 3 drinks 
per week; 79 took 1 to 3 drinks per day; 
and 68 took 4 or more drinks per day. 

Part B of the questionnaire listed labo- 
ratory values, physical examination, 
methotrexate drug history, and liver biop- 
sy interpretations by the submitting hos- 
pitals' pathologists. These data were ob- 
tained for each patient at the time of each 
liver biopsy, whether pre-methotrexate or 
post-methotrexate therapy. In those pa- 
tients with no pre-methotrexate liver biop- 
sy, the appropriate portions of the ques- 
tionnaire dealing with laboratory and 
physical findings were completed from 
chart information available at the time 
methotrexate was first administered. 

The laboratory determinations evaluat- 
ed, if performed, were sulfobromophtha- 
lein (bromsulphalein, BSP) retention, se- 
rum glutamic oxaloacetic transaminase 
(SGOT), serum glutamic pyruvic transam- 
inase (SGPT), and alkaline phosphatase. 
The physical abnormalities for which ex- 
aminations were done included hepato- 
megaly, jaundice, ascites, spider angio- 
mas, and esophageal varices. The four 
main dosage schedules for methotrexate 
usage in the treatment of psoriasis evalu- 
ated in this study were (1) Daily oral ad- 
ministration of small doses of methotrex- 
ate interspersed with rest periods of no 
therapy (schedule 1).' (2) Weekly oral ad- 
ministration of a single dose (schedule 2).* 
(3) Weekly intramuscular or intravenous 
administration of a single dose (schedule 
3)? (4) Weekly oral administration of di- 
vided dosage (schedule 4) in which small 
doses of methotrexate are administered in 
three to four doses over a 36-hour period 
weekly.*?" Cases existed where a patient 
was on more than one dosage schedule 
prior to his first liver biopsy. In these in- 
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stances, the dosage schedule predominant- 
ly used was recorded. 

The questionnaire also contained the 
submitting hospital's pathologists' histo- 
logic interpretation of each liver biopsy 
specimen. Abnormalities for which exami- 
nations were done included fatty meta- 
morphosis, nuclear variability, periportal 
inflammation, focal necrosis, fibrosis, and 
cirrhosis. Except for cirrhosis, each histo- 
logic abnormality was graded on a four- 
point scale as: 1, not present; 2, slight; 3, 
moderate; or 4, severe. Cirrhosis, however, 
was designated as either present (grade 1) 
or absent (grade 2). 

In designing this study, an obvious con- 
cern was that pathologists from each insti- 
tution might be. reading liver biopsy speci- 
mens with different criteria, thus intro- 
ducing a critically important variable. To 
avoid this variable, four pathologists spe- 
cializing in liver diseases reviewed the 
majority of liver biopsy specimens submit- 
ted and their results were compared to the 
original hospital pathologist's report. The 
biopsy specimens reviewed at the meeting 
were those in the most critical categories, 
which included (a) patients with both a 
pre-methotrexate and post-methotrexate 
therapy biopsy; (b) patients with two or 
more sequential post-methotrexate liver 
biopsies; and (c) all biopsy specimens con- 
sidered by the hospitals’ pathologists to 
show any fibrosis or cirrhosis. Of the re- 
maining biopsy specimens, every fifth one 
was randomly selected for review by the 
study pathologists. (These categories were 
carefully selected to give the maximum 
information with the least bias since the 
duration of the meeting was not long 
enough to permit all the slides to be re- 
viewed.) Each slide was coded so its source 
and patient's methotrexate history re- 
mained unknown to the study patholo- 
gists. All the biopsy specimens were re- 
viewed by two or more of the study pathol- 
ogists to obtain an average grade for each 
morphologic criterion. 

The degree of agreement between the 
hospital and study pathologists for each 
morphologic variable was noted. Agree- 
ment was deemed present if each group's 
interpretation was within one numerical 
grade; eg, if the hospital pathologist grad- 
ed fatty metamorphosis as grade 3 
(moderate degree) and the average of the 
study pathologists’ grade was within 1 
unit (grade 2.0, 2.5, 3.0, 3.5, or 4.0), this 
was interpreted as agreement. Since cir- 
rhosis was graded either present or ab- 
sent, complete agreement on intrepreta- 
tion of cirrhosis had to occur between the 
two groups. Table 1 records the mean 
grade for fibrosis on all liver biopsy speci- 
mens submitted by each hospital, the 


mean grade of fibrosis interpreted by the 
study pathologists, and the percent agree- 
ment. As shown in Table 1, the two groups 
of pathologists similarly interpreted ex- 
tent of fibrosis within one grade to a high 
degree. However, using the study patholo- 
gists as a standard, it is obvious that some 
hospital pathologists either "overread" or 
“underread” fibrosis, making studies from 
individual institutions difficult to com- 
pare. This interpretive agreement be- 
tween hospital and study pathologists ex- 
isted for each morphologic abnormality. 

All data were punched into computer 
cards for computerized statistical analy- 
ses. For the computer analyses, the study 
pathologists interpretation (grading) of 
liver biopsy specimens was used. For those 
biopsy specimens not examined by the 
study pathologists, the original hospital 
pathologist's interpretation was used. All 
significance levels were computed by anal- 
ysis of variance. For some computer anal- 
yses, missing data on some patients ques- 
tionnaries prevented their inclusion in the 
statistical evaluations. 


Results 


Table 2 lists laboratory determina- 
tions (BSP, SGOT, SGPT, serum al- 
kaline phosphatase) for groups of pa- 
tients both before and after metho- 
trexate therapy. Three fourths of the 
patients had a BSP value of 6.7% or 
lower before receiving methotrexate 
therapy. Sixty percent of the patients 
had BSP values of 6% or lower 
after receiving methotrexate therapy. 
Values for serum alkaline phospha- 
tase, SGOT, and SGPT were recorded 
as normal or abnormal. Differences 
between hospital laboratories in 
units of measurement for each of the 
latter three determinations prevent- 
ed a quantitative analysis of these 
numbers. 

Of the physical abnormalities, hep- 
atomegaly was found in 10.646 of the 
patients before receiving methotrex- 
ate therapy, and in 6.9% of the pa- 
tients after receiving therapy. The 
remaining abnormalities were found 
in approximately 146 of patients. 

The methotrexate drug history for 
patients at the time of their first post- 
methotrexate liver biopsy was as fol- 
lows: the average duration of metho- 
trexate usage was 2.8+2.0 years. 
Seventy-two of the 372 patients re- 
ceived methotrexate for five years or 
longer, the longest duration being 11 
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years. The mean percent time that a 
patient received methotrexate thera- 
py was 75% and approximately half of 
the patients received the drug 100% 
of the time. Table 3 summarizes the 
number of patients on the various 
dosage schedules along with the aver- 
age cumulative dose of methotrexate 
administered to patients on each 
schedule. 

Tables 4 and 5 show the findings 
from the liver biopsy specimens of 
200 pre-methotrexate and 372 post- 
methotrexate therapy patients. The 
number of patients with each histo- 
logic grade for a morphologic variable 
and the mean grades are shown for 
the pre-methotrexate and post-meth- 
otrexate groups. Except for 38 pa- 
tients, these two groups are composed 
of different subjects and thus not ca- 
pable of being evaluated or compared 
for statistically significant differ- 
ences. 


Influence of Variables on Liver 
Damage 


The next series of analyses exam- 
ines individual or groups of variables 
to determine whether they have any 
influence on liver damage. These 
variables include data from clinical 
history, laboratory and physical find- 
ings, and methotrexate drug histo- 
ries. 

Effect of Sex and Age.—In both 
pre-methotrexate and  post-metho- 
trexate groups the patient's sex was 
not significantly correlated with liver 
changes. Increasing patient age in pre- 
methotrexate and post-methotrexate 
groups was not associated with the 
presence of fibrosis or cirrhosis. 

Extent of Psoriasis on Body 
Surface. — The mean involvement of 
body surface area with psoriasis in 
190 pre-methotrexate patients was 
58% + 28% using the "rule of nines.” 







No. Pre-MTX Patients 


Mean Rating 
for Fibrosis 





No. 
Biopsies 


Hospital 


Hospital 


% Agreement* Between 
Study Hospital and Study 
Pathologists Pathologists 





University of Miami 


1.2 





1:5 95 





VA, Miami 


1:9 





1.4 87 








Cleveland Clinic 


1.4 


1.5 97 





London Hospital, London 


1.4 


17 93 





University of Lund, Lund, 
Sweden 


1.8 


1.5 62 





Royal Victorian Infirmary, 
Newcastle-upon-Tyne, Eng 


1.7 





1.6 95 








University of California, 
San Francisco 


1.4 


1.8 84 





Marselisborg Hospital, 
Copenhagen 


1.1 


1.2 97 





New York University 





2.0 


1.6 96 





Duke University, Durham, NC 


1.5 


L7 98 








*Agreement defined as within one grade of each other. 


The extent of psoriasis did not corre- 
late with abnormal histologic liver 
changes. 

Alcohol. — The relationship of alco- 
hol intake and pathologic findings in 
the liver was examined in 204 pre- 
methotrexate patients. Increasing 
alcohol intake in these patients was 
significantly associated (P < .035) 
with the presence of fatty metamor- 
phosis. 

In 338 post-methotrexate patients 
(ignoring the qualitative or quantita- 
tive methotrexate drug history), in- 
creasing alcohol intake significantly 
correlated with the presence of peri- 
portal inflammation, fibrosis, and cir- 
rhosis. If the data are reexamined so 
that patients are matched for equal 
cumulative doses of methotrexate 
and for drug schedule, and the only 
variable remaining is the amount of 
alcohol intake, then the pathologic 
findings remained the same and were 
still significant. 

Obesity. — Obesity was significant- 
ly associated with fatty metamor- 





Table 2.— Clinical Laboratory Values and Physical Abnormalities in 200 Pre-methotrexate and 372 Post-methotrexate Patients* 
No. Post-MTX Patients 


phosis of the liver in both pre-metho- 
trexate (average grade, 2.3) and 
postmethotrexate patients (average 
grade, 2.2). 

Systemically Administered Cor- 
ticosteroids.—In neither pre-meth- 
otrexate nor post-methotrexate pa- 
tients was past history of systemic 
administration of corticosteroid sig- 
nificantly associated with any liver 
damage. 

Diabetes.— History of diabetes 
was associated with abnormal histo- 
logic findings of the liver in both the 
pre-methotrexate and  post-metho- 
trexate groups as summarized in Ta- 
ble 6. 

Combinations of Obesity, Diabe- 
tes, and Corticosteroids. — Obesity, 
diabetes, and past history of systemi- 
cally administered corticosteroids 
were examined in specific combina- 
tions to determine whether potentiat- 
ing effects on liver damage occurred. 
The combination of obesity and diabe- 
tes in pre-methotrexate patients was 
significantly associated with presence 










































*Includes data from only first post-methotrexate (MTX) biopsy. 


+Percent mean retention, average for entire tested population, + 1 standard deviation. 
Percent abnormal, percent of entire tested population with abnormal results. 
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Laboratory Values With Reported Results Pre-MTX With Reported Results Post-MTX 
BSP (% mean retention)+ 145 6.2% + 6.9 243 7.5% + 6.5 
SGOT (% abnormal) 166 11.4% 324 14.8% 
SGPT (% abnormal) 160 12.5% 275 13.1% 
Alkaline phosphatase (% abnormal) 193 10.4% 345 11.6% 
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abnormalities associated with an in- 
creasing cumulative dose of metho- 
trexate included periportal inflam- 
mation (P < .001), fibrosis (P < .001), 
and cirrhosis (P < .002). A critical 

interpretation of these values, which 
iP oos (P <.049) "iP «.002) may. be fiene Waie pee 
Weekly oral 149 f 2.15 181 144 tient selection criteria utilized over 
Weekly intramuscular — 88 2 2.29 1.83 1.49 recent years, is discussed later. 

or intravenous Duration of Methotrexate Ther- 
Divided weekly oral apy.—Since total cumulative dose of 
methotrexate obviously parallels the 
duration of therapy, these two factors 
were examined together. When total 
cumulative methotrexate dosage is 
similar among patients with differing 
durations of therapy, no significant 
differences in liver function were 
observed. Therefore, total cumula- 
tive dose of methotrexate and not 
duration appears io be the significant 
factor correlating with pathologic 
changes of the liver. 

Dose Schedules.—As previously 
mentioned, four methotrexate dosage 
schedules for treatment of psoriasis 
were investigated. Table 4 summariz- 
es the mean histologic grade of the 


Table 3.—Relation of Dose Schedule to Pathologic Findings of the Liver* 


Mean Grade of Significantly Different 
Liver Morphologic Variables 


~— 





Nuclear : 
Variability Necrosis Fibrosis 


Mean Cumulative 
MTX Dose (gm) 


Dose No. 
Schedule Patients 


Daily oral 82 














19° Š ` 2.16 1.94 1.32 


*Includes data only from time of first post-methotrexate (MTX) biopsy. 

The liver changes following daily oral therapy were significantly greater than any of the other 
schedules. 

tAverage grade for this pathologic criterion from all biopsies on patients taking the daily oral 
dose schedule. . 

iP values indicate the level of significance of the differences among the four dose schedules. 


Table 4. — Liver Biopsy Findings in 200 Psoriatic Patients Prior to 
Receiving Methotrexate 


No. Patients 


Morphologic Variables with Grades Mean Pathologic Grade 





Fatty metamorphosis 

Nuclear variability 

Periportal inflammation 127 51 
Necrosis 87 97 
Fibrosis 155 31 
Cirrhosis* 3 197 




















*Cirrhosis was designated as either present (grade 1) or absent (grade 2). 


Table 5.—Liver Biopsy Findings in 372 Psoriatic Patients After 
Receiving Methotrexate 


No. Patients 


Morphologic Variables 





Fatty Metamorphosis 122 142 


with Grades 





Nuclear Variability 59 170 


Mean Pathologic Grade 


91 
124 





Periportal Inflammation 190 116 


57 





Necrosis 108 199 
Fibrosis 
Cirrhosis* 





65 


*Cirrhosis was designated as either present (grade 1) or absent (grade 2). 


of fibrosis (average grade, 3.3) and 
cirrhosis (average grade, 1.7) of the 
liver, but not in the post-methotrex- 


ate patients (fibrosis, 1.8; cirrhosis, 


2.0). 

Laboratory.—Increasing BSP re- 
tention was significantly associated 
with abnormal morphologic findings 
of the liver in both pre- (P < .001) 
and post-methotrexate patients (P < 
.001). Although when abnormally 
high this test correlates significantly 
with liver abnormalities, it was found 
to be within normal limits in approxi- 
mately 50% of the cases proven histo- 
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logically to be fibrosis or cirrhosis 
or both. 

Inadequate data prevented an over- 
all correlation of BSP, SGOT, SGPT, 
and alkaline phosphatase with liver 
biopsy findings. However, in 38 pa- 
tients with biopsy proven fibrosis or 
cirrhosis all four of these tests were 
normal at the time of biopsy. 

Cumulative Dose of Methotrex- 
ate. — Increasing the total cumulative 
dose of methotrexate correlated with 
worsening of the morphologic find- 
ings of liver biopsy specimens to a 
statistically significant degree. The 


significantly different morphologic 
variables in biovsy specimens from 
patients on the various dosage sched- 
ules. As can be seen in Table 4, the 
daily oral schedule was associated 
with significant increases in nuclear 
variability, necrosis, and fibrosis. 
This difference remains even after 
the total cumulative dose of metho- 
trexate for each of the four schedules 
has been adjusted to make them each 
equal. 

Methotrexate Evaluation in 
Same Patients.—Thirty-eight pa- 
tients had liver biopsies both prior to 
and following administration of 
methotrexate for psoriasis. Table 7 
summarizes the mean grade of each 
morphologic liver variable in these 
patients before and after methotrex- 
ate therapy. Significant increases in 
degree of fatty metamorphosis and 
fibrosis are seen in the post-metho- 
trexate biopsy specimens. It must be 
noted that the small number of pa- 
tients prevented a more detailed 
analysis based on the variables of 
drug schedule, alcohol intake, and 
total dose and, thus, only limited sig- 
nificance can be attached to these 
findings. 
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Table 6. — Diabetes Mellitus vs Liver Pathologic Changes in Pre-methotrexate and Post-methotrexate Patients* 
-` Pre-MTX+ Patients (Mean Histologic Grade) 


Morphologic Variable 


No Diabetes, 200 





Fatty metamorphosis 1.76 


Post-MTX Patients (Mean Histologic Grade) 





With Diabetes, 9 P Value 


Less Than 


No Diabetes, 360 


With Diabetes, 24 P Value 


less Than 





2.55 .0051 1.99 





Nuclear variability 1.88 


2.0 .634 2.31 





Periportal inflammation 
Necrosis 


1.47 
1.65 


2.62 
2.58 





2.11 .006 1.70 


2.00 





2.22 .005 1.92 





Fibrosis 1.28 


2.00 





2.44 .001 1.55 





Cirrhosis 1.98 


1.96 








1.89 .080 1.96 


*Absence of cirrhosis in all patients gives score of 2.0. 
TP value indicates whether there is a significant difference between the nondiabetic and diabetic patients. 


MTX, methotrexate. 


Sequential Post-Methotrexate 


Liver Biopsies.— One hundred pa- 
tients had two sequential liver biop- 
sies following methotrexate adminis- 
tration for psoriasis. The average 
time between biopsies was 13 
months. Eighty-one patients contin- 
ued receiving methotrexate between 
liver biopsies. Table 8 summarizes 


the mean grade of each morphologic . 


variable at the time of each biopsy in 
these 81 patients. Although signifi- 
cant increases in nuclear variability 
and periportal inflammation were 
seen in the specimen at the time of 
the second post-methotrexate therapy 
biopsy, no change in fibrosis or cirrho- 
sis occurred. 

Of the patients with sequential 
post-methotrexate liver biopsies, 53 
had BSP and SGOT determinations 
at the time of each biopsy, while 39 
had SGPT determinations at each 
biopsy. No significant change in 
mean value was seen for any of these 
determinations at the time of the sec- 
ond post-methotrexate biopsy. 

Retrospective Analysis of Pa- 
tients With Fibrosis or Cirrho- 
- Sis.— Review of all liver biopsy speci- 
mens revealed that 247 showed some 
degree of fibrosis or presence of cir- 
rhosis. The cases were evaluated ret- 
rospectively to determine whether 
specific historical information, labo- 
ratory test abnormalities, or perti- 
nent physical findings could predict 
: the presence of hepatic fibrosis or cir- 
rhosis. The criteria used to evaluate 
cases included: 

Historical information 
Alcohol > 3 oz/day 
Hepatitis 

' Jaundice 
Gall bladder 
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1.96 


Table 7. — Biopsy Findings in 38 Patients With Both Pre- and Post-methotrexate 
_ Liver Biopsies 


Mean Grade 


Morphologic Variable (Pre-MTX*) 





Mean Grade 
(Post-MTX) 





Fatty metamorphosis '1.6-07 


1.9 + 0.9 





‘2.10.7 


Nuclear variability 


2.3 +0.6 





1.5 + 0.7 


- Periportal inflammation 





1.7+07 





1.9 +0.6 


Necrosis 


19:0 





1.3:0.6 


Fibrosis 


1.5+0.7 





Cirrhosis 


2.0+0 
*MTX, methotrexate. 


Transfusions 

Hepatotoxins 
Physical examination 

Hepatomegaly 

Jaundice 

Ascites 

Spider angioma 

Esophageal varices 
Laboratory test results 

BSP 

SGOT 

SGPT 

Alkaline phosphatase 


In one group of 88 patients, no abnor- 
malities in history, laboratory test 
results, or physical examination were 
found. Complete data were available 
on 38 of these 88 patients; of the re- 
maining 50 patients, one or more 
items were missing from the ques- 
tionnaires. Sixty-nine of the 247:pa- 
tients who had fibrosis or cirrhosis on 
biopsy had only one abnormality, and 
the results suggest that BSP was the 
most sensitive value. Twenty-nine 
patients had abnormal BSP reten- 
tion; 12 received hepatotoxins; ten 
had abnormal alkaline phosphatase 
values; six had a history of alcohol 
intake; four had hepatomegaly; three 
had abnormal SGOT; two had a histo- 
ry of gallbladder disease; one had re- 
ceived a blood transfusion; one had a 


1.9::0.2 





history of hepatitis; and one had a 
history of jaundice. 

Of the remaining 90 patients prov- 
en histologically to have fibrosis or 
cirrhosis, more than one abnormality 
was noted. These results indicate 
that, of the data acquired on the ques- 
tionnaires, no single criterion or 
combination of criteria consistently 
predicted presence of fibrosis or cir- 
rhosis in the liver. 


Comment 


Evaluation of clinical history, labo- 
ratory values, and methotrexate drug 
history was undertaken to determine 
factors correlating with presence of 
abnormal findings in liver biopsy 
specimens. Those factors associated 
to a statistically significant degree 
with presence of liver damage includ- 
ed increasing age, increasing alcohol 
intake, obesity, diabetes, increasing 
cumulative dose of methotrexate, and 
daily oral dosage schedule of metho- 
trexate administration. 

The correlation of increasing cumu- 
lative dose of methotrexate with liver 
damage is a finding of the utmost 
importance which must be carefully 
examined for validity. The likelihood 
of a causal relationship of increasing 
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Table 8.—Comparison of Sequential Post-methotrexate Liver Biopsies 
in 81 Patients With Continuous Methotrexate Therapy* 


Mean Grade 
1st Post-MTX 


Morphologic Variable 


` Mean Grade 
2nd Post-MTX 





Fatty metamorphosis 


2.0+0,9 


2.1+0.9 








Nuclear variability 


2.4 + 0.7 


2.6 + 0.7 








Periportal inflammation 


1.5 + 0.7 


1.8 + 0.8 








Necrosis 


1.9 + 0.7 


2.0 + 0.6 





Fibrosis 


1.4 + 0.6 


1.5 x 0.8 








Cirrhosis 20+0 





2.040 


*MTX, methotrexate. Mean time between biopsies, 13 months. Mean dose between biopsies, 
758 mg. Mean cumulative dose at time of second post-MTX biopsy, 2,232 mg. 


cumulative dose of methotrexate to 
liver disease must be tempered by the 
fact that patients with psoriasis re- 
ceiving methotrexate for the longest 
periods (and presumably having re- 
ceived the largest cumulative doses) 
were those given this drug before its 
possible hazardous effect on the liver 
became recognized. Unlike hemo- 
grams and platelet counts, a complete 
liver evaluation was not routinely 
performed prior to methotrexate 
administration until recent years. 
Even if routine liver function tests 
had been performed and found to be 
normal, they may still not have re- 
flected presence of liver disease (see 
section under retrospective analysis). 
Therefore it seems possible that un- 
recognized liver disease, may have 
been present in some of these pa- 
tients. This could introduce a strong 
bias over the period encompassed by 
this retrospective analysis. Converse- 
ly, the patients receiving the smaller 
cumulative methotrexate doses most 
likely are those who started to receive 
this therapy in the past one to two 
years after reports of possible liver 
toxicity from methototrexate ap- 
peared in the literature. Thus, they 
may have been more critically evalu- 
ated and examined, frequently in- 
cluding examination of liver biopsy 
specimen, for presence of liver abnor- 
malities prior to receiving methotrex- 
ate. The absence of any significant 
increase in fibrosis or cirrhosis in the 
specimens of the second post-metho- 
trexate biopsies of 81 patients who 
continued to receive methotrexate 
therapy between biopsies conflicts 
with the initial finding of cumulative 
dosage producing hepatic injury and 
illustrates the difficulty of this ques- 
tion. Resolution of this problem 
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awaits the findings of the prospective 
study initiated by this international 
group. 

The association of fibrosis with use 
of the daily oral methotrexate dosage 
schedule was recently suggested by 
Dahl and co-workers and confirmed 
by the data in this study.!??! Except 
for the more recently suggested 
schedule 4 (oral weekly divided dose 
over 36 hours) the other three sched- 
ules have been used for similar peri- 
ods of time. The past and present cri- 
teria for liver evaluation prior to 
methotrexate therapy were presuma- 
bly equally applied to patients receiv- 
ing each of schedules 1 to 3. Theoreti- 
cally, the liver status prior to metho- 
trexate usage would be similar 
among these patients, the only vari- 
able being the method of methotrex- 
ate administration. "Therefore, a 
cause and effect relationship of the 
daily oral methotrexate drug sched- 
ule to presence of liver disease seems 
strong. 

Of the laboratory tests reported, 
only BSP retention was thoroughly 
examined. Previous reports suggest- 
ed this test is the most sensitive indi- 
cator of liver fibrosis or cirrhosis. A 
significant correlation was seen be- 
tween an elevated BSP retention and 
the presence of abnormal liver func- 
tion. However, the correlation is not 
perfect since approximately 50% of 
patients with fibrosis or cirrhosis did 
not have an elevated BSP. Similarly, 
when examining BSP, SGOT, and 
SGPT together to look for an indica- 
tor of liver damage, correlation was 
still found in only about 50% of the 
cases. More sensitive liver function 
tests are required to avoid the neces- 
sity of liver biopsies to accurately 
assess liver damage. 


The retrospective analysis of pa- 
tients with fibrosis or cirrhosis or 
both proven by examination of biopsy 
specimens to determine presence of 
some clinical or biochemical factors 
capable of predicting these abnormal- 
ities was interesting but dishearten- 
ing. In 88 patients with fibrosis or cir- 
rhosis or both, all factors examined 
were normal. Thirty-eight of these . 
patients had complete data on the 
questionnaire, while the remaining 
50 patients lacked one or more items. 
In 69 patients only one abnormality 
was present, an elevated BSP reten- 
tion being the most frequent. This 
indicates the lack of any historical, 
physical, or laboratory finding, be- 
sides the liver biopsy, that is reliably 
capable of suggesting the presence of 
fibrosis or cirrhosis. This data makes 
the argument for liver biopsy, at least 
prior to methotrexate therapy, com- ` 
pelling. 

Another purpose of the workshop 
was to initiate prospective studies to 
resolve the question of methotrex- 
ate's effect on the liver. At the time of 
the study only 38 patients had both a 
pre-methotrexate and  post-metho- 
trexate liver biopsy. This group rep- 
resents the nucleus of a prospective 
study. Although their number is too 
small to result in any firm conclu- 
sions as yet, it is hoped that in the 
near future any possible causal rela- 
tionships between total cumulative 
methotrexate dosage, drug schedule, 
and pathologic findings in the liver 
will be elucidated. 

Eighty-one patients with two or 
more sequential liver biopsies follow- 
ing initiation of methotrexate thera- 
py represent another prospective 
group. An important finding was the 
lack of any increase of fibrosis or cir- 
rhosis in the second post-methotrex- 
ate biopsy specimen, although in- 
creases in nuclear variability and 
periportal inflammation were found. 
As this group increases in number 
and duration, it will be interesting to 
evaluate the group for effects of dif- 
ferent dosage schedules and total cu- 
mulative methotrexate dosage be- 
tween biopsies. 

The combined presence of obesity 
and diabetes, at least in pre-metho- 
trexate patients, appears to produce 
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potentiating deleterious effects on the 
liver in that this combination was 
associated with fibrosis and cirrhosis. 
Roenigk et al previously reported 
the finding of more severe liver dam- 
age in post-methotrexate patients 
suffering from the combination of 
diabetes and obesity. 

The association of liver disease 
with heavy alcohol intake, obesity, 
and diabetes has been previously 
reported?^?5 and substantiated by the 
results in this paper. 

The patient’s sex, extent of body 
surface involved with psoriasis, and 
past history of systemic corticosteroid 
therapy for psoriasis were not associ- 
ated with liver disease. 

In this study, three of 200 pre- 
methotrexate patients (Table 5) were 
found to have cirrhosis of the liver. 
This is an incidence of 1.5%. Berge et 
al found cirrhosis in two of 32 psoriat- 
ic patients who had never received 
methotrexate. Both these patients 
had a history of consuming more than 
1 liter of strong liquor or equivalent 
amounts of wine or beer weekly. The 
combined incidence of cirrhosis found 
in 56,799 consecutive hospital autop- 
sy examinations was 3.04%. Thus, 
the incidence of cirrhosis found in the 
pre-methotrexate group (1.5%) and 
the post-methotrexate group (2.7%) 
in this study was not greater than 
the hospital autopsy series listed 
above. The incidence of cirrhosis and 
other liver abnormalities on a ran- 
domly selected large population of 
normal subjects is not available for 
comparison to the data presented 
here on pre-methotrexate psoriatic 
patients. The substantial incidence 
of liver abnormalities found in pre- 
methotrexate psoriatic patients (Ta- 
ble 4) is surprising and of interest 
but without a control population for 
comparison, the clinical significance 
of these abnormalities in psoriasis 
remains in doubt. 


Conclusion 


The daily oral dosage schedule of 
methotrexate was found to be signifi- 
cantly associated with the presence of 
liver damage. In a retrospective anal- 
ysis, history, physical findings, and 
liver function tests were not reliable 
indicators of histologically proven 
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hepatic fibrosis or cirrhosis. An in- 
creasing cumulative dosage of metho- 
trexate showed a trend towards an 
association with the presence of liver 
damage, but this retrospective analy- 
sis is complicated by changing pa- 
tient selection criteria that have oc- 
curred in the past, few . years. How- 
ever, in 81 patients with two post- 
methotrexate biopsies and in whom 
methotrexate therapy was continued 
between biopsies, no increase of fibro- 
sis or cirrhosis was found. This indi- 
cates the difficulty of evaluating the 
question of possible hepatotoxicity 
from increasing total cumulative 
dosage of methotrexate. 

A limited prospective study sug- 
gests a trend toward an increase of 
fatty metamorphosis and fibrosis fol- 
lowing methotrexate administration. 
The number of patients at this time, 
however, is far too small to draw reli- 
able conclusions. Diabetes is associ- 
ated with fatty metamorphosis and 
fibrosis, and the combination of dia- 
betes and obesity in the same patient 
shows significant increases in fibrosis 
and cirrhosis. A history of increasing 
alcohol intake with and without 
methotrexate administration corre- 
lated significantly with the presence 
of hepatic damage. With increasing 
patient age minor liver changes oc- 
curred but fibrosis and cirrhosis did 
not. The patient’s sex, extent of body 
surface involved with psoriasis, and 
past history of systemic corticosteroid 
therapy were not associated with liv- 
er disease. The incidence of cirrhosis 
in the pre-methotrexate and post- 
methotrexate psoriatic populations in 
this study was no greater than the 
incidence of cirrhosis in a large au- 
topsy series of hospitalized patients 
from four medical centers. 
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Azaribine in the 
Treatment of Psoriasis 


A Low Dose, Double-Blind Evaluation 


Howard G. Milstein, MD; Roger C. Cornell, MD; 


Richard B. Stoughton, MD, La Jolla, Calif 


A double-blind crossover study of azari- 
bine (6-azauridine triacetate) effects in 
27 patients with psoriasis was conducted 
at a dosage of 125 mg/kg/day. Half of 
the subjects were given azaribine for the 
first six weeks before crossing over to 
the placebo. The others received the 
placebo for the first six weeks before 
crossing over. Clinical response was con- 
sidered good to excellent in 18 out of 21 
patients receiving medication, whereas 19 
of the 20 patients on the placeho showed 
no improvement or deterioration of their 
skin lesions. Toxic side effects included a 
mild anemia and mental depression in 
some patients. Elevated urine orotic acid- 
orotidine levels were noted for the first 
time in psoriatic patients receiving azari- 
bine. Urine orotic acid-orotidine levels may 
be correlated with toxicity and clinical re- 
sponse. 
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he continuing search for effective 

systemic drugs to control pa- 
tients with generalized psoriasis is 
due primarily to the fact that in a 
number of patients topical therapy is 
still inadequate. Antimetabolites 
capable of inhibiting nucleic acid bio- 
synthesis have been used but are 
generally limited in clinical use be- 
cause of severe systemic toxicity.! 
Methotrexate, the folic acid antago- 
nist, is now rather widely used in the 
management of generalized psoriasis. 

It appears that preexisting liver 
disease is a contraindication to treat- 
ment with methotrexate and there 
have been reports of hepatic fibrosis 
and cirrhosis in psoriatic patients 
receiving methotrexate? 

Volger and Olansky? have reported 
a double-blind study with variable 
crossover times using azaribine at a 
higher dosage of 200 mg/kg/day. Most 
of their patients experienced a good 
clinical response with an associated 
anemia. 

Azaribine (Triazure) is the triace- 
tylated oral form of 6-azauridine. The 
pharmacology of 6-azauridine has 
been previously reviewed in several 
publications.9'19 

Because of the possibility of the 
extensive use of azaribine in the 
treatment of psoriasis, it was felt that 
a carefully conducted double-blind 
study at a low dose was necessary to 
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further evaluate its effectiveness and 
systemic side effects. 


Materials and Methods 


Selection of Patients. — Twenty-seven 
patients with moderate to severe general- 
ized plaque-type psoriasis were selected 
for the study. The patients received no sys- 
temic or topical treatments to their skin 
for one month prior to the study. Skin 
biopsy specimens were consistent with the 
diagnosis of psoriasis. The patients select- 
ed had no generalized systemic illness for 
which an antipyrimidine might be con- 
traindicated, such as anemia, renal, or liv- 
er disease. All patients were thoroughly 
informed, and they were willing to partici- 
pate in a double-blind study that required 
taking a placebo for 6 weeks of the 12- 
week course of treatment. Initial examina- 
tion included history and physical exami- 
nation, urinalysis, chest x-ray films, com- 
plete blood cell count, determinations of 
serum glutamic oxaloacetic transaminase 
(SGOT), alkaline phosphatase, creatinine, 
and blood glucose. Photographs were ob- 
tained. Women of childbearing age re- 
ceived a pregnancy test before therapy and 
during treatment at regular intervals. All 
patients were observed in the clinic. 

Plan of Study. — Azaribine (500 mg tab- 
lets) was randomized with an identical 
appearing placebo for two treatment peri- 
ods of six weeks each. Neither the patients 
nor the investigators knew in which peri- 
od the drug or placebo was used. Xipamide 
(Aquaphor) was permitted topically for the 
patients if they desired. Weekly blood cell 
counts were done and reported to one in- 
vestigator. He advised the other two inves- 
tigators seeing the patients if any dose 
adjustment was necessary because of a 
drop in hematocrit. Photographs were re- 
peated at various intervals. Complete 
blood chemistries were repeated at 3, 6, 9, 
and 12 weeks. 

At the end of the first six weeks regard- 
less of the skin condition, the patients 
were switched to the other group. Six pa- 
lients were unable to tolerate the dosage 
of 125 mg/kg/day because of nausea, eme- 
sis, or central nervous system (CNS) ab- 


normalities at the start of treatment and . 


their dosage was lowered approximately 
10% to 25%. They were then able to toler- 
ate the drug and had a good clinical re- 
sponse. 

Grading was as follows: (1) Patients 
with 80% to 100% clearing of the skin 
were graded as excellent. (2) Those with 
60% to 80% improvement were graded as 
good. (3) Forty to sixty percent resolution 
of the lesions was graded as fair. (4) Thirty 
percent improvement to no change was 
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graded as no improvement. (5) Progression 
of the disease was graded as worse. 


Case Material 


Twenty-seven patients were en- 
tered in the study. The ages ranged 
from 22 to 82 years. There were 11 
men and 16 women. Five patients had 
a family history of psoriasis, eight 
patients had prior treatment with 
methotrexate, three patients had 
mild arthritis, and two patients had 
severe arthritis. None of the patients 
was thought to have rheumatoid ar- 
thritis. Twenty-three of the patients 
were considered to be in good health 
with no other associated disorders. 
Three patients were obese and two 
patients had a history of depressive 
episodes. One patient had an elevated 
SGOT level and a history of alcohol- 
ism prior to the study. At the end of 
the study his SGOT level was normal 
and it is noteworthy that he did mini- 
mal drinking during the study. Two 
patients were hypertensive and one 
patient had chronic urinary tract in- 
fections. Two patients lived in a nurs- 
ing home. One of these had a past 
cardiovascular accident with a right 
hemiparesis. Twenty-one patients 
completed the double-blind study. Six 
patients did not complete the three- 
month double-blind study. These will 
be discussed later. 


Results 


The results are summarized in the 
cohort analysis in the Table and Fig 
1. Eighteen patients receiving azari- 
bine had definite improvement com- 
pared with one good response and two 
fair responses on the placebo. Most 
patients showed some decreased scal- 
ing after one week of treatment with 
moderate to marked improvement 
after two weeks. It usually took four 
to six weeks for heavy plaques to re- 
solve. The duration of skin improve- 
ment after treatment varied from two 
weeks to persistent clearing in some 
patients for the duration of the dou- 
ble-blind study. Several patients who 
were observed after the termination 
of the study were still 80% clear two 
months after the active drug was dis- 
continued.  . 

Summary of Toxic Side Ef- 
fects.—Two side effects from treat- 


ment with azaribine at 125 
mg/kg/day were a mild anemia and 
symptoms of lethargy and depression. 
The peripheral blood smear revealed 
a normocytic, normochromic anemia 
with anisocytosis. Nine of the pa- 
tients had a hematocrit drop to 34% 
to 33% during the six weeks on the 
active drug. Most of the patients who 


showed a significant drop in hemato- . i 


crit did so between the second and 
fourth week on the drug. There were 
no significant changes in white blood 
cell count or platelets (qualitative or 
quantitative). All patients' hemato- 
crit readings returned to prior treat- 
ment level within six to eight weeks 
after discontinuing the drug. Most 
hematocrit readings began to return 
to normal within three to four weeks 
after drug therapy was stopped. 

The side effects of depression and 
lethargy usually occurred by the 
fourth or fifth week in the seven pa- 
tients who had these symptoms. 
These occurred in the obese patients 
within several days of the onset of 
treatment. When their dose was re- 
duced by approximately 25%, they 
had complete reduction of their de- 
pression and lethargy symptoms. A 
good clinical response was also ob- 
tained at the lower dose level during 
their treatment. They seemed to do 
well on a 25% to 40% dose reduction. 

A few of our patients experienced 
fatigue or a lethargic feeling while 
receiving the drug. This was relieved 
by reducing their dose. We have not- 
ed that some patients who did not 
take in enough fluid and food each 
day, especially if they were older or 
working in the heat, were more prone 
to severe depression. All CNS effects 
were reversible within 24 to 48 hours 
after lowering the dose, increasing 
fluid intake, or discontinuing the 
drug. 

Other Toxic Symptoms.—A few 
patients noted nausea or emesis or 
both. This was related to too high an 
initial dose based on either the pa- 
tient's weight or concurrent intake of ` 
alcohol. In some patients whose 
weight required them to take more 
than an initial dosage of 15 or 20 tab- 
lets (800 mg each) per day, the ini- 
tial nausea was relieved by lowering 
the dose by about 25%. Some patients 
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Cohort Analysis of and Summary of Side Effects From Azaribine Double-Blind 
Control Study at 125 mg/kg/day 
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Fig 1.—Three-month double-blind study of 
azaribine. 


experienced mild nausea or emesis 
the next morning if they consumed 
alcohol the night before. No other tox- 
ic symptoms seemed to stand out as 
being more significant than the 
symptoms in the placebo phase. It is 
notable that there was no evidence of 
liver dysfunction in any of these pa- 
tients. 

Urine Orotic Acid-Orotidine 
Levels.—The de novo pyrimidine 
pathway 99! for the conversion of 
orotic acid to uridine acid is shown 
in Fig 2. The 6-azauridine acts by 
blocking the decarboxylase conver- 
sion of orotidylic acid to uridylic acid. 
This results in the accumulation of 
orotidylic acid and orotic acid and a 
decreased production of RNA.” There 
is a rare genetic disorder of pyrimi- 
dine metabolism in humans charac- 
terized by retarded growth and devel- 
opment, anemia, and excessive uri- 
nary excretion of orotic acid.? The 
anemia is unresponsive to the usual 
hematinic forms of therapy. This 
genetic disease is known as heredi- 
tary orotic aciduria!^!* and less than 
ten cases have been reported. It rep- 
resents the only specific genetic disor- 
der of pyrimidine nucleotide synthe- 
sis so far elucidated in man. Studies 
of hemic cells, liver homogenates, and 
fibroblasts from these children have 
demonstrated reduced activities of 
both orotidylic phosphoribosyltrans- 
ferase and orotidylic decarboxylase. 
These enzymes catalyze the conver- 
sion of orotic acid to uridylic acid. 
Reduced levels or inhibition of these 
enzymes results in excretion of high 
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Transient: 


Dizziness (1) 
Depression (3) 


Lightheadedness (1) 
Depression (1) 
Headache (2) 


(corrected by lowering 


dose) 


Fatique and lethargy (4) 


Headache (2) 


Lightheadedness (1) 





Transient: 
Nausea (6) 


(relieved in most 
cases by decreasing 


dose) 
Emesis (3) 


(most common after 
alcohol intake) 


Nausea (1) 

Gas (2) 

Leg pain (1) 

Constipation (1) 

Sore or swollen 
tongue (2) 

Pruritus (1) 

Urticaria (1) 


Cramps or diarrhea (2) 


` Pruritus (2) 


Perleche (1) 


Dehydration (1) 


*Number of patients displeying symptoms. 


levels of orotic acid in the urine. 
Orotic acid is not detected in normal 
tissue and only 1 to 2 mg is excreted 
in the urine daily in a normal subject. 
Orotic acid has only two known path- 
ways of metabolism in humans. By a 
reversal of reactions as shown in Fig 
2, orotidylic acid can be reduced to 
dihydroorotic acid and subsequently 
hydrolyzed to  carbamylaspartate. 
Most of the orotic acid 1s converted in 
the de novo pathway pyrimidine to 
uridylic acid." 

A condition somewhat analogous to 
congenital orotic aciduria is produced 
in man by the administration of 6- 
azauridine.'-4 The 6-azauridine is 
converted to its monophosphorylated 
form of 6-azauridylic acid by uridine 
kinase.’ This activated form then 
competitively inhibits the decarboxy- 
lase conversion of orotidylic acid to 
uridylic acid. Further phosphoryla- 
tion of 6-azauridylic acid in man does 
not occur because the necessary en- 
zymes are lacking for its conversion.® 
As a result of this, azauridylic acid is 
not incorporated into RNA and the 





cell cycle is interrupted. 

Urine samples were saved from 
several patients in the study includ- 
ing those who showed mental symp- 
toms. They were analyzed at the end 
of the double-blind study by a modifi- 
cation of a urinary screening test for 
orotic acid levels. The results are 
summarized in Fig 3. It is of special 
interest to note that three patients, 1, 
2, and 3, who had depressive reac- 
tions also had very high orotic acid- 
orotidine levels in their urine. Pso- 
riatics not undergoing treatment and 
normal controls have undetectable 
orotic acid-orotidine levels in their 
urines. In Fig 3 zhe controls are rep- 
resented by the points just above the 
baseline. Patients without mental 
symptoms, but who had a good skin 
response, had lower levels of orotic 
acid-orotidine in their urine than 
those with mental symptoms. These 


preliminary studies suggest the pos- 


sibility of correlating urine orotic 
acid-orotidine levels with toxicity and 
the proper dose of azaribine for suc- 
cessful treatment of psoriatic pa- 
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Fig 2. — De novo pyrimidine pathway for conversion of orotic acid to uridylic acid. The inhibition of 
the orotidine 5'-monophosphate decarboxylase by 6-azauridylic acid is shown. 


tients. We are now conducting a de- 
tailed study of urinary orotic acid-oro- 
tidine levels in relation to the regula- 
tion of the dose of azaribine in treat- 
ing psoriatic patients. 


Comment 


Six patients did not complete the 
double-blind study. One 24-year-old 
girl moved out of town after doing 
well with therapy for six weeks. One 
man missed too many clinic visits and 
was dropped from the study. One 
woman had an elevated alkaline 
phosphatase and a history of ame- 
biasis with moderate to heavy drink- 
ing. She stopped alcoholic intake 
while taking the drug. She was elimi- 
nated from the study but treated with 
azaribine on an open basis. A liver 
biopsy on this patient prior to treat- 
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ment with azaribine showed chronic 
hepatic fibrosis. Her alkaline phos- 
phatase level returned to normal over 
a three-month period during treat- 
ment. 

Two patients who entered the study 
died during the course of the place- 
bo phase or while not receiving the 
drug. One man who was living in a 
nursing home did well during the 
first phase of the study while receiv- 
ing the active drug. However, during 
the fourth week of the placebo phase 
he became severely dehydrated’ dur- 
ing a very hot week at the nursing 
home (daily temperature above 100 
F) and died, while receiving the pla- 
cebo, of bilateral pneumonia and'heat 
exhaustion. The other nursing home 
patient with a history of a cerebróvas- 
cular accident did well while receiv- 
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Fig 3.—The initialed points above the base- 
line represent spot urine orotic acid-orotidine 
levels (at three different weeks) on psoriatic 
patients being treated with azaribine 125 
mg/kg/day. 


ing azaribine for 4!/» weeks and dur- 
ing the same hot weather became 
dehydrated. Because of the casual 
nursing home care she was with- 
drawn from the study. She died two 
weeks later because of a clinical my- 
ocardial infarction. An autopsy re- 
vealed an arteriosclerotic occlusion of 
her right femoral artery and general- 
ized severe arteriosclerosis of long- 
standing duration. 

One middle-aged woman with a 
history of mild depression became 
moderatelv dehydrated during the 
same hot weather and then became 
severely depressed. She was admitted 
to the hospital with a generalized 
miliaria rubra and extensive pruritus 
and acute edema of the hands, feet, 
and around the eyes. Her blood urea 
nitrogen and creatinine levels were 
normal. Her urine was saved for later 
orotic acid-orotidine determination, 


which proved to be very high as - 
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shown in Table 4 (patient 1). The 
drug was discontinued, and over the 
next 36 hours she showed rapid reso- 
lution of her symptoms. Several 
weeks later she was rechallenged 
with half the dose. She developed 
nausea and pruritus the next day so 
she was withdrawn from the study. 
One month later the patient was re- 
challenged with 12 tablets of azari- 
bine over 12 hours. The next day she 
developed nausea, pruritus, and mild 
swelling of the ankles. One month 
later she was again evaluated to de- 
termine if in fact she had a true aller- 
gy to azaribine. She received 500 
mg/day for seven days, which she tol- 
erated. Each week her dosage was 
increased by 500 mg to determine the 
maximum dose that she could toler- 
ate. At the time this paper was writ- 
ten, she was taking five to six tablets 
per day without side effects. Her reac- 
tion was probably not a true allergy 
but an idiosyncratic reaction that 
occurred when she received too high a 
dose of the drug. Another patient, 
after completing the double-blind 
study, continued to receive azaribine. 
After a dehydration episode, he devel- 
oped depression with swelling of the 


hands and feet and periorbital edema. 
As a result of several rechallenges of 
a single 500 mg dose of the drug 
swelling of the hands and feet contin- 
ued and also occurred about the eyes. 
This may be the first reported case of 
a true allergy developing due to aza- 
ribine intake. 


This study was supported in part by research 
grant AM 11649 from the National Institutes of 
Health. 

The azaribine used in this investigation was 
supplied as Triazure by Calbiochem, La Jolla, 
Calif. 


Nonproprietary Names and 
Trademarks of Drug 


Azaribine — Triazure. 
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Test Your Knowledge 


Question. — Recent evidence has convincingly shown that Ritter's disease, or toxic epidermal 


necrolysis of newborns, 
group 2; (b) caused by organi 
(c) always associated with isolation of type 


is (a) apparently due to hypersensitivity to staphylococci of phage 
sms different from those isolated from cases of bullous impetigo: 
71 staphylococci from intact bullae as well as 


denuded skin; (d) due to the effect of a soluble product ("toxin") elaborated by phage group 2 


staphylococci; (e) reproducible by the inoculation o 


isolated from affected infants. (For answer, see page 52.) 


f adult mice with the staphylococcal strain 


a. 
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Role of Long-Wave Ultraviolet 


| Albert R. Marsico, MD, William H. Eaglstein, MD, Miami, Fla 


Using the paired comparison technique 
in psoriatic patients, 1% crude coal tar and 
ultraviolet light (UVL) >320 nm (Wood 
filter) was less effective than 1% crude 
coal tar and UVL from 290 to 240 nm. The 
addition of the Wood filter following 1% 
crude coal tar and 290 to 400 nm UVL did 
not enhance the therapeutic response. 
These studies suggest that long-wave UVL 
contributes little, if at all, to the Goecker- 
man treatment, short-wave UVL being the 
effective radiation. 


ince 1925, the Goeckerman treat- 
ment (GT),!? which employs the 
application of crude coal tar ointment 
and exposure to ultraviolet light 
(UVL) lamps, has proven an effective, 
simple, and safe method for treating 
psoriasis. Ás noted by Goeckerman, 
this treatment was initially based on 
the observation that most patients 
with psoriasis are better in the sum- 
mer months and that, even in a sunny 
climate, psoriatic plaques may re- 
main in nonexposed areas while the 
remainder of the body is clear. Our 
attempts to define the relative contri- 
bution of short-wave UVL (« 320 nm) 
vs long-wave UVL (> 320 nm) to the 
GT prompted this communication. 


Clinical Data 
Patients who received the'GT at 
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the University of Miami in-patient 
service have 1% crude coal tar in 
anhydrous wool alcohol (Aquaphor) 
applied to all lesions twice daily. 
Eight hours after application, the tar 
ointment is removed with mineral oil 
and the patient bathes with a mild 
soap (Ivory) to remove the remaining 
ointment. After bathing, the patient 
is exposed to UVL by being placed in 
a “light box.” During the first day of 
treatment, patients receive two 15- 
second light-box exposures. The expo- 
sure time is increased 15 to 30 sec- 
onds daily. 

The light box is 4X 4X 7 feet and 
has twenty-four 49-inch ultraviolet 
light bulbs (Westinghouse FS-40) at- 
tached to the interior walls at stag- 
gered heights in order to expose all 
parts of the body. The interiors of the 
walls are highly reflective aluminum. 
Our measurements show that these 
bulbs emit long- and short-wave UVL, 
80% of the energy being short-wave 
UVL. The emission measured at the 
center of our light box is 5.84 x 10? 
erg/sq cm/sec. 

Six patients with widespread stable 
plaque psoriasis were treated with 
the GT as described, modified in the 
following manner. 

Modification A (Two Patients). — 
Prior to light-box exposure, a plaque 
was covered with three layers of 
heavy cloth to prevent irradiation. 
Following the light-box exposure the 
covered plaque was exposed to Wood 
filter irradiation (long-wave UVL, 
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Light in Goeckerman Treatment 


primarily 360 nm) at 1 foot. The 
Wood filter exposure time was quick- 
ly increased from 5 to 100 minutes 
twice daily. One patient received 
1,000 minutes of Wood filter exposure 
in ten days and the other received 
2,000 minutes in 15 days. The emis- 
sion of our Wood filter long-wave ul- 
traviolet lamp (Black Ray B, 100 
Angstroms) at 1 foot is 3.0 x 10* erg/ 
sq cm/sec. 

Modification B (Two Patients). — 
Following the appropriate light-box 
exposure, one side of the body, includ- 
ing upper and lower extremities, was 
covered with several layers of cloth- 
ing. The opposite side was covered 
with 5% p-aminobenzoic acid in 55% 
ethanolic solution (blocking radiation 
below 339 nm)! and reexposed to ra- 
diation in the light box for periods of 
time ranging from one to eight min- 
utes twice daily. 

Modification C (Two Patients). — 
Following each light-box exposure, 
bne plaque was irradiated with Wood 
filler at a distance of 1 foot. The 
plaque selected to receive Wood filter 
irradiation in addition to light-box 
irradiation was initially irradiated 
with the Wood filter for three minutes 
twice daily. The Wood filter irradia- 
tion time was quickly increased to 
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100 minutes twice daily. One patient 
received 1,700 minutes of this expo- 
sure in 20 days and the other received 
2,000 minutes in 15 days. 


Results 


Modification A.—In both pa- 
tients, the plaque treated with Wood 
filter (long-wave UVL) and tar oint- 
ment improved little, if any, while 
the lesions receiving the GT cleared 
in 10 to 15 days. 

Modifications B and C.—All 
plaques responded equally, all four 
patients being clear of lesions within 
15 days. 


Comment 


Despite worldwide use of the GT for 
treating psoriasis, its mechanism of 
action remains obscure. In our 
studies, long-wave UVL in combina- 
tion with 1% crude coal tar ointment 
(modification A) was ineffective, 
while additional long-wave UVL did 
not increase the efficacy of our GT 
(modifications B and C). These find- 
ings suggest that long-wave UVL 
contributes little, if at all, to the GT, 
short-wave UVL being the effective 
radiation. Our conclusion is consis- 
tent with the suggestion made in 
1966 by Bowers et al‘ that radiation 


below 320 nm is the therapeutically 
active part of the UVL spectrum. 
More recently, in controlled 
studies, Young found crude coal tar 
ointment and UVL no more effective 
than crude coal tar ointment alone.’ 
Our results with modification A sug- 
gest that either crude coal tar oint- 
ment alone is less effective than in 
combination with UVL or its thera- 
peutic effect is neutralized by Wood 
filter irradiation. The latter conclu- 
sion seems unreasonable. Young’s 
studies employed ointment contain- 
ing from 2% to 6% crude coal tar, 
while in our study, the ointment con- 
tained 1% crude coal tar. This dispar- 
ity in crude coal tar concentration 
may explain our disparate results. 
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Cicatricial Pemphigoid 


Immunofluorescence Investigations 


Karl Holubar, MD, Buffalo, NY; 


Herbert Hónigsmann, MD; Klaus Wolff, MD, Vienna 


Five cases of cicatricial pemphigoid with 
skin and mucosal involvement are report- 
ed. Immunofluorescence studies revealed 
deposits of immunoglobulin at the dermo- 
epidermal junction of skin from scarring 
areas. No circulating anti-basement mem- 
brane antibodies could be detected. 


ean et al! recently reported the 

demonstration of fluorescent 
basement membrane zone deposits of 
IgG in the skin and mucous mem- 
branes of four patients with cica- 
tricial pemphigoid. Four of our cases 
with skin and mucosal involvement, 
observed between 1958 and 1972, and 
reevaluated with regard to immuno- 
fluorescence within the last two 
years, and a fifth case observed re- 
cently, have yielded somewhat com- 
parable findings. 


Report of Cases 


Case 1.—An 82-year-old white woman 
was first seen in 1958; she had a one-year 
history of relapsing erosions in the mouth 
and blister formation in the left retroau- 
ricular region and upper part of the neck. 
At the time of admission to the hospital, 
she had erosions of the buccal, palatal, and 
pharyngeal mucosa; crusted lesions in the 
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area of the nasal septum; and small blis- 
ters in herpetiform arrangement within a 
scarring, depigmented area of the left 
upper neck (Fig 1). Diagnosis of cicatricial 
pemphigoid was made and confirmed by 
biopsy (subepidermal cleavage). She was 
discharged after systemic steroid treat- 
ment was prescribed. This therapy was 
discontinued by the patient some time 
thereafter. In 1970, she was admitted to 
the hospital for the second time because of 
a flare-up of similar lesions; occasional 
erosions of the oral mucosa and blisters 
within the neck area had been observed 
from 1958 to 1970. Only local treatment 
with antibiotic and steroid ointments was 
used, Specimens of serum and skin of the 
scarring region on the left side of the neck 
were taken in 1970 and 1971 for immuno- 
fluorescence investigations. When she was 
last seen in June 1972, the erosions of the 
involved area were still in evidence. 

Cask 2. —A 71-year-old white man was 
first seen in 1970; he had a three-year his- 
tory of relapsing erosions of the oral mu- 
cosa and blister formation over the ster- 
num and in the right occipitoparietal re- 
gion. The patient was hospitalized shortly 
afterward and, at that time, had scarring 
skin lesions showing atrophy, depigmen- 
tation, erosions of irregular outline, and 
chronic inflammation. In the occipital area 
remnants of blisters were visible. The buc- 
cal and palatal mucosa showed several 
chronically inflamed erosions about 15 
mm in size. Treatment consisted of local 
application of steroid ointments. The his- 
topathologic finding was subepidermal 
blister formation. Skin for immunoflu- 
orescence investigations was taken from 
the occipital patch, close to one of the ero- 
sions. The patient was not available for 
follow-up study. 
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Fig 1.—Cicatricial pemphigoid. Involved area 
of skin showing erosions, chronic inflammation 
and atrophy (case 1). 


Case 3.—A 70-year-old white woman 
was seen first in 1965. She had a six-year 
history of relapsing erosions in the oral 
cavity and eruption of small blisters in the 
perianal, perigenital, umbilical region and 
over the right clavicula. At the time of 
admission to the Hospital, she had erosions 
of the left cheek, the arcus palati, and the 
epiglottis. The involved skin sites exhibit- 
ed multiple small blisters and erosions 
surrounded by areas of scarring, atrophy, 
depigmentation, and chronic inflamma- 
tion. The histopathologic finding was sub- 
epidermal blister formation. The patient 
was treated with sulfones from 1965 to 
1968, but this could not prevent occasional 
eruption of blisters. She has been on a lo- 
cal steroid regimen since 1968. A biopsy 
specimen of skin was taken from the cla- 
vicular area. 

Case 4.— A 62-year-old white man was 
first seen in 1968. He had a history of 
hoarseness, conjunctivitis, and erosions in 
the mouth and on the glans penis of a few 
months duration. At the time of admis- 
sion to the hospital, he had erosions of the 
soft palate, uvula, cheeks, chronic conjunc- 
tivitis, and delicate synechiae. Erosions 
and chronic inflammation were also pres- 
ent on the glans penis. During the hospi- 
talization, small blisters developed over 
the left elbow, on the scalp, the mucosal 
surface of the lower lip, and the soft pal- 
ate. The larynx was free of lesions. Biopsy 
revealed subepidermal cleavage. The pa- 
tient was put on a combination therapy 
of steroids and immunosuppressants (az- 
athioprine). This regimen kept the con- 
dition under control for about one year; 
only occasionally erosions or blisters de- 
veloped. In 1969, the patient was called 
back to the hospital for a general checkup. 
A duodenal ulcer was found and the sys- 
temic therapy was interrupted. After heal- 
ing of the duodenal ulcer the immunosup- 
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Fig 2. — Cicatricial pemphigoid. Specimen of lesional skin close to eroded area. Note the linear 
immunoglobulin deposit along the basement membrane zone. Left, With anti-IgG conjugate, fluor- 
escein-protein ratio (by weight) (F/P [W]): 6.8 x 10-5, dilution to 100ug of antibody per milliliter. 
Right, With anti-C, conjugate, F/P (W): 4.8 x 10-3, dilution to 400ug of antibody per milliliter 
(case 3). 






Table 1.—Conjugates (Goat Origin)* 





























Type F/P (W) x 10-3 Precipitin Titer Dilution 
Polyvalent 6.0 1/32 1/64 
Anti-IgG 6.8 1/16 1/32 
Anti-IgA 7.8 1/8 1/32 
Anti-IgM 7.2 1/8 1/16 





Anti-IgD Not done Not done 1/32 
Anti-C, 4.8 1/64 1/32 








*All conjugates, with the exception of the anti-lgD, were purchased from a commercial manu- 
facturer. The anti-lgD conjugate was supplied by Dr. Tadeusz Chorzelski, Department of Derma- 
tology, Warsaw Medical Academy, Warsaw. All conjugates exhibited single lines against normal 
human serum in immunoelectrophoresis, according to data provided by the manufacturer. The 
conjugates used for investigations in case 5 were also of goat origin and made in the Department of 
Microbiology, State University of New York at Buffalo. Their characteristics were comparable to 
those listed above. 


Table 2. — Compilation of Immunofluorescence Study Results* 


Indirect IF 
Direct IF 
of BM 


IgG, C, 


Case, Age (yr), Sex 
1, 82, F 


Clinical Involvement Type Titers 
Skin (neck, scalp), BM Neg 
mucosa (oral and 
pharyngeal) 
Skin (sternal region, BM 
scalp), mucosa (oral) 
Skin (perianal, BM 
perigenital, umbilical, 
clavicular), mucosa 
(oral, pharyngeal) 
Skin (scalp, elbow, 
glans penis), mucosa 
(oral, pharyngeal, 
conjunctivas) 
Skin (forehead, scalp), 
mucosa (oral) 








2,72,M IgG, C, 





3, 74, F 





IgG, IgA, C, 





IgG, IgA, C, 


*BM, basement membrane; IF, immunofluorescence. 


pressive therapy was reintroduced. The 
patient was free of symptoms at the last 
follow-up examination. 

Case 5.— A 56-year-old white man had a 
two-year history of recurrent erosions of 
the buccal, gingival, and palatal mucosa, 
along with relapsing eruptions of blisters 
on the forehead, scalp, and occasionally on 


the trunk. During the examination, he 
was found to have two healing erosions of 
the left posterior buccal mucosa and of the 
gingiva near the left lower canine tooth. 
The forehead showed a crusted lesion at 
the hairline, site of the recent biopsy, and 
a bullous lesion. The surrounding skin was 
slightly atrophic without evidence of scar- 
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ring. The histopathologic finding of a skin 
lesion was subepidermal level of cleavage. 
The biopsy specimen referred to in this re- 
port with regard to the immunofluores- 
cence study results was taken from the left 
side of the forehead. The patient did not re- 
quire any systemic medication and could 
be kept on a regimen of local antibiotics or 
no therapy was prescribed. 


Methods 


Immunofluorescence investigations 
were performed on cryostat sections of 
skin specimens (direct tests) and with pa- 
tients’ fresh serum on suitable substrates 
(initial dilution 1/10, indirect tests), as 
outlined previously? and in accordance 
with recent recommendation.’ Rabbit and 
monkey esophagi, rat liver, and normal 
human skin served as substrates. Table 1 
lists the characteristics of the FITC-conju- 
gated antisera employed. 


Results 


Only skin specimens were evaluat- 
ed by immunofluorescence. All biopsy 
specimens were taken from scarring 
lesions, at or near sites of present or 
previous blisters or erosions. Four of 
the five patients exhibited a linear 
staining due to immunoglobulin dep- 
osition along the basement mem- 
brane zone of the skin. In four cases, 
positive immunofluorescence results 
could be achieved with anti-IgG and 
anti-C, (anti-C, in case 5) sera (Fig 2); 
in two cases this was also achieved 
with the anti-IgA conjugate (Table 2). 
No circulating anti-basement mem- 
brane antibodies could be detected on 
primate esophagus or on the other 
substrates tested. Antinuclear anti- 


bodies were detected on rat liver in 
low titers (1/20) in cases 1 and 4. 


Comment 


Bean et al’ speculated that there 
might possibly be a relationship be- 
tween cicatricial pemphigoid and 
bullous pemphigoid and compared 
these diseases to the discoid and sys- 
temic forms of lupus erythematosus, 
which represent either end of a dis- 
ease spectrum. By these criteria, cica- 
tricial pemphigoid could be consid- 
ered as an abortive, less severe form 
of a bullous disease with subépiderm- 
al separation. Our results would be in 
favor of such an interpretation be- 
cause (1) no circulating antibodies to 
basement membrane could be detect- 
ed even on primate mucosa, which has 
been found to be the tissue of choice 
for detecting these antibodies! and (2) 
four of the five cases could be handled 
with local therapy alone. It must be 
kept in mind, however, that circu- 
lating antibodies in bullous disease 
could belong to other immunoglobulin 
classes, which are not screened with 
the usual battery of conjugates (anti- 
IgG, anti-A, anti-M). Recent observa- 
tions of high levels of IgE in sera of 
patients with bullous pemphigoid 
might point in this direction. The 
negative results obtained in case 3 
could parallel those in diréct immuno- 
fluorescence investigations of lesional 
skin of bullous pemphigoid; those in 
immunofluorescence studies are not 
invariably positive but may yield 
negative findings due to secondary 


Test Your Knowledge 


changes in tissue (infection and in- 
flammatory reaction), ie, being re- 
lated to the age of the particular le- 
sion.’ In contrast to the cases reported 
by Bean et al,! two of which exhibited 
only mucosal involvement, all our 
cases had simultaneous manifesta- 
tions on skin and mucosa. 1t remains 
to be determined whether such cases 
should be regarded as "typical" cica- 
tricial pemphigoid or a variant of it.® 


This stady was supported in part by the Bus- 
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(Berlin). 3 

Frederick Helm, MD, Buffalo, NY, gave us 
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nations of conjugates (RID plates) were supplied 
free of charge by Hyland, Costa Mesa, Calif. 
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HL-A Antigens 


in Pemphigus 


Stephen I. Katz, MD; Mark V. Dahl, MD, Washington, DC; 
Neal Penneys, MD, Miami, Fla; Robert J. Trapani, MD; 


Nicholas Rogentine, MD, Bethesda, Md 


We studied the frequency of 20 human 
leukocyte (HL-A) alloantigens in 18 pa- 
tients with pemphigus. HL-A13 was signifi- 
cantly increased as compared to a normal 
racial control group. Five of the 18 patients 
(28%) had HL-A13, whereas only 10 of 251 
controls (4%) had the same antigen. Sera 
from patients did not react with their own 
lymphocytes nor did they have any anti-HL- 
A antibodies in lymphocytotoxicity tests. 
Anti HL-A sera did not react with the pem- 
phigus interepithelial antigen in an indirect 
immunofluorescent test. 


here is increasing evidence that 

human leukocyte (HL-A) alloan- 
tigens are important in the pathogen- 
esis of disease.! Several studies have 
demonstrated that many or most pa- 
tients with a particular disease have 
a certain HL-A antigen on their leu- 
kocytes. For example, HL-A8 is found 
in 88% of patients who have gluten- 
sensitive enteropathy, whereas the 
frequency of this antigen is only 22% 
in the normal population.? The signif- 
icance of these findings for the patho- 
genesis of disease is unclear at pres- 
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ent. There are several possible expla- 
nations; they will be discussed later. 

Two disease categories have been 
fruitful areas for investigations of 
their association with HL-A antigens. 
These are neoplastic disease”? and 
diseases of the immune system.?*? 
Since pemphigus would appear to be 
an example of the latter, we under- 
took a study of pemphigus patients 
with two hypotheses to test. The first 
hypothesis was that one or more HL- 
A antigens would be found signifi- 
cantly increased or decreased when 
compared to a normal population. 
The second hypothesis was that the 
interepithelial cell antigen which 
reacts with the patient's own serum is 
an HL-A antigen, and thus the immu- 
nologic phenomenon seen in pemphi- 
gus would be autoimmune involving 
the HL-A system. 


Patients 


Eighteen white patients were test- 
ed. Seven were either Jewish or of 
Mediterranean origin or both. The 
other patients represented a wide 
spectrum of cultural and ethnic back- 
grounds. The diagnosis of pemphigus 
was made in each patient by clinical 
and histologic examination. In addi- 
tion, each patient had, on at least one 
occasion, a positive indirect immuno- 
fluorescent test for antiepithelial an- 
tibodies. Most patients were being 
treated with prednisone alone or in 
combination with amethopterin. Two 
patients were not taking any medi- 
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cine and five were given intramuscu- 
larly injected gold sodium thioma- 
late.:? 


Methods 


HL-A Typing.—HL-A antigens 
were determined by the use of a lym- 
phocyte microcytotoxicity method.!! 
Sera used to detect HL-A antigens 
were obtained from the serum bank 
mainteined by the "Transplantation 
and Immunology Branch of the Na- 
tional Institute of Allergy and Infec- 
tious Diseases, and from our own 
collection. Antigens typed for includ- 
ed HL-A1, 2, 3, 5, 7, 8, 9, 10, 11, 12, 
13, W5, W10, W14, W15, W17, W18, 
W19, W22, and W28. In all instances 
except W14, W15, and W22, where 
only one serum was used, at least two 
and as many as ten sera were used to 
define each specificity. Antisera to 
HL-A13 included two patients (NIH 
2-65-0-07-20-01) and (NIH 2-65-0-07- 
29-01). An antigen was assigned to an 
individual when all or nearly all sera 
Specific for the antigen reacted with 
his cells. In the case of HL-A13, both 
sera had to be positive. The reproduc- 
ibility of the assay when replicate 
determinations were done in normal 


individuals was 97%. The control . 


group consisted of 251 normal, white, 
blood bank donors, except for the an- 
tigen W5 where 201 normal blood 
bank donors were tested. The individ- 
uals in the control group represented 
a broad ethnic and cultural back- 
ground. 

Statisücal Methods.—' The indi- 
vidual HL-A antigen frequencies in 
the pemphigus patients were com- 
pared with the antigen frequencies in 
the control group. Probability values 
of differences in frequencies were de- 
termined by the pl-p2 test’? and ad- 
justed for the number of antigens 
tested for in each segregated series. 
Significance was assigned to frequen- 
cy differences when P < .01. 

Indirect Immunofluorescent 
Tests. — Serum from each patient was 
examined by a modification of the 
indirect immunofluorescent test as 
described by Beutner et al.'? Monkey 
esophagus was used as substrate. 
Serum was tested at both 1:10 and 
1:40 dilutions in phosphate buffered 
saline for the presence of antinuclear, 
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Table 1. — HL-A Antigen Frequencies in 
Normal individuals and Patients With 
Pemphigus* 


HL-A Normals Pemphigus 
Antigen (251) (18) 


First segregated series 
1 0.287 





2 0.454 

3 0.243 

9 0.191 

10 0.155 
1i 0.100 
W19 0.120 
W28 0.076 


Second segregated series 
0.104 


0.243 
0.239 
0.223 
0.040 
0.164 
0.147 
0.060 
0.084 
0.032 
0.024 
0.036 
*The number of individuals studied is in pa- 
rentheses except W5 (201). 


{Difference from normal significant at P ~ 
.002. 



























































Table 2. — Lymphocytotoxicity, of 
Pemphigus Sera Against Normal 
Lymphocytes* 

No. of No. of 
Pemphigus Sera Pasitive Reactions 





























*118 normal individuals’ lymphocytes of 
known HL-A antigenicity were tested. 
tMultiparous woman. 


antiepithelial, or antibasement mem- 
brane antibodies using fluorescein- 
labeled antihuman IgG at an anti- 
body concentration of 50ug/ml, F/P 
3.5 M, protein 0.41 mg/ml. 

In addition, HL-A8 (Daly) and W10 
(Fiske) antisera were tested for anti- 
epithelial antibodies using, as sub- 
strate for each, the normal skin of 
normal individuals with HL-A8 ‘and 
W10 leukocyte phenotypes and nor- 
mal rhesus monkey esophagus. Sera 
were tested undiluted and at a 1:10 
dilution and  antibody-containing 
sera of pemphigus patients were used 


as controls. 

Lymphocytotoxicity 'Tests on 
Pemphigus Sera.—Undiluted sera 
from 23 pemphigus patients (18 of 
whose leukocytes were phenotyped) 
were tested in the lymphocyte micro- 
cytotoxicity test against lymphocytes 
of 118 normal individuals for the 
presence of lymphocytotoxic antibod- 
ies. In addition, 18 of these sera were 
tested against autologous lympho- 
cytes. 

One pemphigus serum containing a 
high titer of antiepithelial antibody 
was tested to determine whether it 
would block the lymphocytotoxicity of 
known HL-A antisera. Normal lym- 
phocytes of known HL-A type were 
incubated with the pemphigus serum 
and then the cells were washed sever- 
al times and incubated with HL-A 
antisera. 


Results 


HL-A Antigens in Pemphigus 
Patients.—HL-A antigen frequen- 
cies of the 251 control individuals 
were determined concurrently with 
those of the pemphigus patients 
(Table 1). These frequencies are simi- 
lar to those published by others for 
normal white patients. The HL-A 
antigen frequencies of the pemphigus 
patients are also shown in Table 1. 
HL-A13 is increased in the patient 
group. This increase is significant at 
P ~ .002. When the frequency of HL- 
A13 is broken down as to ethnic back- 
ground, only one of the seven patients 
who were either Jewish or of Mediter- 
ranean origin had HL-A13, whereas 
four of the remaining 11 patients had 
HL-A13. A recent report indicates 
that the frequency of HL-A13 (5%) is 
not significantly different in popula- 
tions with or without Jewish sur- 
names.!5 

Indirect Immunofluorescent 
Tests.— The sera of all patients 
studied demonstrated intercellular 
antibody binding in a titer of 1:10 or 
greater in each case using the indi- 
rect immunofluorescent test. Neither 
of the HL-A antisera showed any an- 
tiepithelial antibodies on indirect 
immunofluorescent tests using nor- 
mal skin of HL-A8 and W10 positive 
normal volunteers or monkey esopha- 
gus, whereas sera from pemphigus 
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< 


patients showed. the typical pemphi- 
gus intercellular antibody. 

Lymphocytotoxicity Tests on 
Pemphigus Sera.—Table 2 shows 
the number of positive reactions ob- 
tained with the sera tested. The error 
of the method is 3%; that is, if 118 
normal individuals’ lymphocytes are 
tested, sera showing four or fewer 
positive reactions could be due to 
methodological error. Of interest is 
that the two highest in frequency 
were from multiparous women. The 
five sera with six reactions each were 
from men. None of the individual pa- 
tients serum reactions correlated 
with any specific HL-A antigen. The 
high titered pemphigus serum did not 
block cytotoxicity of known HL-A 
antisera for cells bearing HL-A1, 2, 5, 
7, 8, 9, 10, W5, W10, W14, and W17. 
Cells bearing the other specificities 
were not tested. 

Sixteen out of the 18 sera tested 
against autologous cells gave nega- 
tive reactions. The other two were 
questionably positive. 


Comment 


Our first hypothesis was found to 
be true for this group of pemphigus 
patients. HL-A13, normally present 
in 496 of normal white patients, was 
found in 28% of our group of pemphi- 
gus patients. The difference is statis- 
tically significant. Despite this sig- 
nificance, the small patient sample 
size does not give us enough confi- 
dence to firmly conclude that HL-A13 
and pemphigus are associated. Con- 
firmation awaits studies of more pa- 
tients by ourselves anc others. If this 
finding proves to be the case, how- 
ever, then we can ask in what way 
could pemphigus and an HL-A anti- 
gen be associated. 

HL-A antigens could be associated 
with the pathogenesis of pemphigus 
through three general mechanisms. 
First, HL-A antigens are cell-surface 
molecules and, as such, may serve as 
receptors for the attachment of infec- 
tious agents or other materials which 
provoke an antibody response.!5:!7 
This may be the situation in pemphi- 
gus where the epidermal injury and 
the in vitro and in vivo localization of 
pemphigus antibody are on the epi- 
dermal cell surface or in the intercel- 
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lular space.'® A second possible asso- 


. ciation is that genes controlling HL-A 


antigens may be closely linked to or 
identical with “immune response (Ir) 
genes" which determine whether or 
not an individual is capable of re- 
sponding to certain antigens.’ The 
sera of patients with pemphigus con- 
tain intercellular antibodies, the pro- 
duction of which may be controlled by 
such an Ir gene. Finally, the HL-A 
antigens of pemphigus patients may 
be immunochemically similar to an 
infectious agent’s surface antigens, 
thereby rendering the host immuno- 
logically cross-tolerant to the agent.!5 

The pathogenesis of pemphigus 
must depend on other factors in addi- 
tion to HL-A antigens, as not all pa- 
tients with pemphigus have HL-A13; 
the vast majority of people having 
HL-A13 do not develop pemphigus. It 
is possible, however, that what we 
call pemphigus is a heterogeneous 
group of diseases. Subdivision of our 
group according to classical criteria!? 
did not yield a group of patients who 
all possess HL-A13. If such a group 
existed, then much greater impor- 
tance could be attached to this asso- 
ciation. 

Our second hypothesis was incor- 
rect. We were unable to demonstrate 
antibody to the patients’ own HL-A 
bearing lymphocytes or to HL-A anti- 
gens on 118 normal individuals’ cells 
by lymphocytotoxicity tests. Further- 
more, we were unable to block lym- 
phocytotoxicity of known anti-HL-A 
antisera by prior incubation with one 
patient’s serum. Thus it is unlikely 
that the antiepithelial antibody has 
HL-A specificity. 

Leukocyte isoantigens have been 
demonstrated on the surface of epi- 
dermal cells by immunoadherence 
tests." We were however unable to 


demonstrate binding of antisera to’ 


HL-A8 and W10 in the indirect im- 
munofluorescent test with normal 
Skin from normal volunteers who had 
HL-A8 or W10 on their lymphocytes. 
Nor did these sera react with rhesus 
esophagus. This is interesting in light 
of the findings of Grob and Inderbit- 
zin who demonstrated binding of an- 
tilymphocyte sera (ALS) to epithelial 
cells. HL-A antisera are however 
more specific than ALS. Attempts to 


block reactivity of known pemphigus 
antiepithelial antibodies by prior 
incubation on monkey esophagus 
with these HL-A antisera were un- 
successful. Thus, it seems unlikely 
that the "pemphigus" antigen is an 
HL-A antigen. ` 
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Gold Sodium Thiomalate 
Treatment of Pemphigus 


Neal S. Penneys, MD; William H. Eaglstein, MD; Sidney Indgin, MD; Phillip Frost, MD, Miami, Fla 


Pemphigus is a disease associated with 
a high death rate if untreated and a high 
morbidity rate when treated with cortico- 
steroids administered systemically for a 
prolonged period. Parenterally adminis- 
tered gold sodium thiomalate was evaluat- 
ed in 18 patients as an alternate means of 
therapy. Fourteen of these patients (three 
of whom had never received systemic cor- 
ticosteroids for this condition) have been 
successfully managed for variable periods 
with this drug. 


So corticosteroid therapy 
will control the acute manifesta- 
tions of pemphigus, but the complica- 
tions caused by long-term adminis- 
tration of corticosteroids reduce their 
desirability for treating and control- 
ling pemphigus.' Immunosuppressive 
drugs such as methotrexate and cy- 
clophosphamide have been found to 
be helpful by allowing a reduction in 
the dose of steroids necessary to con- 
trol the disease;?? but may cause seri- 
ous toxic effects. Also, administered 
together, methotrexate and steroids 
may be synergistic in producing com- 
plications.! 

Pemphigus is similar to rheuma- 
toid arthritis in that both are chronic 
diseases associated with characteris- 
tic humoral antibodies.* In addition, 
both disorders may be treated with 
corticosteroids and immunosuppres- 
sive drugs. Since rheumatoid arthri- 
tis may respond to chrysotherapy ? we 
thought gold therapy might also be 
helpful in managing patients with 
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pemphigus. Becker and Obermayer, 
referring to the therapy for pemphi- 
gus, noted in 1947 that "some good 
results have been obtained by intra- 
venous injections of gold com- 
pounds... .”6 

In this paper, we describe our expe- 
rience treating 18 pemphigus pa- 
tients with gold sodium thiomalate. 


Materials and Methods 


The diagnosis of pemphigus was made 
clinically and confirmed by studying histo- 
logic sections of biopsy specimens and 
demonstrating serum antibodies. Patients 
with pemphigus who were receiving no 
therapy or who were being treated with 
corticosteroids but still had detectable 
serum antiepithelial antibodies (AEA) 
characteristic of pemphigus were included 
in this study. Patients with pemphigus in 
whom gold therapy was contraindicated 
were excluded from the study. 

We administered gold sodium thioma- 
late in a manner similar to that recom- 
mended by the manufacturer for the 
therapy of rheumatoid arthritis. Initially, 
we administered a 10 mg test dose, intra- 
muscularly (IM), followed by 25 mg, IM, 
seven days later. Subsequent therapy was 
50 mg, IM, weekly until the AEA titer 
decreased significantly or until the pa- 
tient’s empirically determined require- 
ment for corticosteroids decreased. At this 
point, the dosage of gold sodium thioma- 
late was decreased to 25 mg, IM, weekly. 
This level was maintained until corticoste- 
roid therapy was stopped. The patients 
were then treated with varying amounts 
of gold sodium thiomalate at bimonthly 
or longer intervals. 

All patients initially had a complete 
blood cell count, a urinalysis, a serum bio- 
chemical profile to evaluate liver and kid- 
ney function, an AEA titer determination, 
and a 24-hour urine sample collected for 
protein determination. 


Report of Cases 


Case 1.—A 68-year-old black woman 
had a two-year history of oral ulcerations 


but had received no systemic therapy. 
When first seen by us, her serum AEA ti- 
ter was 1 to 5,380 dilutions. Early in the 
course of chrysotherapy, blisters devel- 
oped on her trunk and limbs. These lesions 
resolved during the course of therapy with 
gold sodium thiomalate. Mild persistent 
proteinuria developed after she received a 
total dose of 410 mg of gold sodium thio- 
malate. When she had received a total 
dose of 610 mg of gold sodium thiomalate, 
AEAs were no longer detectable and no 
new lesions were appearing (Fig 1). 

CasE 2.—A 75-year-old white man had 
received no systemic therapy for oral and 
cutaneous lesions. His AEA titer when 
first examined was 80 dilutions. During 
chrysotherapy, his lesions resolved. His 
AEA titer became undetectable after he 
had received a total dose of 310 mg of gold 
sodium thiomalate. The patient is now 
receiving 25 mg of gold sodium thiomalate 
bimonthly. 

CasE 3.— A 49-year-old white woman 
had oral and vaginal lesions for over two 
years. Her only form of therapy had been 
the use of up to three triamcinolone diace- 
tate tablets as a mouth lozenge but not 
swallowed. At the time gold sodium thio- 
malate therapy was begun, her AEA titer 
was 160 dilutions, but was 0 after she had 
received a total dose of 610 mg of gold 
sodium thiomalate. She also became free 
of lesions. The patient is receiving 25 mg 
of gold sodium thiomalate bimonthly. 

Case 4.—A 55-year-old obese black 
woman required at least 20 mg of predni- 
sone daily for the last three years; at lower 
dosages, erosive mouth lesions developed. 
While taking corticosteroids, she devel- 
oped labile diabetes, increased obesity, 
hypertension, and facial edema. Gold so- 
dium thiomalate was given in an attempt 
to lower her requirement for corticoste- 
roids. When chrysotherapy was begun, her 
AEA titer was 320 dilutions. Gold therapy 
was discontinued after she had received 
160 mg of gold sodium thiomalate in order 
to evaluate mild proteinuria. Two months 
later, her serum urea nitrogen and 24 
hour urinary protein and creatinine levels 
were normal and gold sodium thiomalate 
therapy was resumed. After having re- 
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Fig 1. — Antiepithelial antibody titers during chrysotherapy in patient 1. 
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ceived 310 mg of gold sodium thiomalate 
her AEAs were undetectable. Prednisone 
therapy was then discontinued unevent- 
fully. Eighteen months after cessation of 
corticosteroid therapy, she was still free of 
lesions and her AEAs, undetectable. She is 
being given 25 mg of gold sodium thioma- 
late bimonthly or every third week (Fig 2). 

Cass 5.— A 43-year-old Cuban woman 
who had received intermittent corticoste- 
roid therapy for over ten years was begun 
on gold therapy. At that time she had per- 
sistent blisters on her thorax, neck, and 
face even though she was taking 20 mg of 
prednisone orally daily; her AEA titer was 
20 dilutions. During the course of gold 
therapy, her skin lesions resolved, AEAs 
became undetectable and her prednisone 
therapy was stopped. When she had re- 
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ceived 485 mg of gold sodium thiomalate, 
she developed eosinophilia, albuminuria, 
and pityriasis rosea-like skin eruption. 
Gold therapy was stopped; the signs of 
gold toxicity resolved bu: the patient de- 
veloped two blisters several weeks later. 
Resumption of gold sodium thiomalate 
controlled the eruption of pemphigus but 
erythema nodosum occurred and was 
shown to be related to the administration 
of gold sodium thiomalate.? 

CasE 6.—A 34-year-oid white woman 
with pemphigus received 80 mg of predni- 
sone daily for 15 months, after which 
methotrexate therapy was started in addi- 
tion. She received up to 50 mg of metho- 
trexate, IM, weekly. The prednisone dos- 
age varied from 60 mz daily to 10 mg 
every other day. Antiepithelial antibody 


titers while she was taking prednisone 
and methotrexate were 320 or 640 dilu- 
tions. She continued to have skin, oral, 
and laryngeal lesions of pemphigus and 
developed acute paronychia, cystitis, and 
oral cavity ulcerations that may have been 
related to treatment with methotrexate. 
After 22 months of combined methotrex- 
ate and prednisone treatment, methotrex- 
ate was discontinued. Gold therapy was 
begun while the patient continued to re- 
ceive 15 mg of prednisone daily. At this 
time, AEAs were detectable at 160 dilu- 
tions. After she had received 235 mg of 
gold sodium thiomalate, lesions were no 
longer present. When her total dose of gold 
sodium thiomalate was 360 mg, she devel- 
oped gold dermatitis and eosinophilia, 
both of which resolved when gold sodium 
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Comparative Data in Two Methods of Therapy 


Gold Sodium 
Thiomalate Dose, mg 
AEA Titer LÀ 


Patient —————— Prednisone Total 
No. Before After Stopped* to Date 
Patients who had never received corticosteroids systemically 
5,380 0 er 610 0 
2 80 0 ee 485 0 None 
3 160 0 eee 885 0 None 
Patients who have received corticosteroids systemically and who have responded to gold sodium thiomalate 
4 320 0 410 970 0 Diabetes, obesity 
hypertension 
Cushingoid 
None 
Cushingoid, 
psychosis 
Cushingoid 
Hypoadrenalism 
None 
None 
None 
None 


Complications 








Prednisone 
Dose, mg 


From 
Prednisone 


From Gold Sodium 
Thiomalate 





None Nephrotic syndrome 
None 


None 











Proteinuria 





20 485 540 
160 510 610 
2,560 485 835 


Erythema nodosum 
Dermatitis 
None 

















40 285 385 

320 ` 660 810 

10 400 1,200 

11 40 550 650 
12 1,240 310 995 
13 320 290 : 390 


Agranulocytosis 
None 

None 
Dermatitis 
None 

None 

Patients who have received corticosteroids systemically but who have not responded or responded poorly to gold sodium thiomalate 























None 
Dermatitis 
None 
None 
None 


14 640 20 - 1,375 2.5 None 
15 40 - 435 10 None 
16 10 Ee 450 30 None 
17 160 owed 1,110 10 None 
18 320 andl 795 60 None 





























*Total dose of gold sodium thiomalate at the time of cessation of systemically administered corticosteroids. 
tAfter administration of 660 mg of gold sodium thiomalate, prednisone was discontinued. However, because of hypoadrenalism, low doses of systemi- 
cally administered corticosteroid had to be readministered at a later date. 


thiomalate was withheld for one week. 
Gold therapy was then given with no 
recurrence of the dermatitis or eosinophil- 
ia. When her total dose of gold sodium 
thiomalate was 385 mg, she was taking 
only 5 mg of prednisone on alternate days; 
when the total dose was 510 mg, systemic 
administration of corticosteroids was 
stopped. Her AEA titer has remained 160 
dilutions although she is free of lesions. 

Case 7.—A 56-year-old white man with 
pemphigus of two-year duration was ad- 
mitted with widespread lesions. After his 
initial lesions were controlled with sys- 
temically administered corticosteroids, he 
had remained free of lesions for one year 
with no therapy. At the time of this admis- 
sion, AEAs were 2,560 dilutions. Because 
of the severity of his skin lesions, predni- 
sone was administered concomitantly with 
gold sodium thiomalate. When his total 
dose of gold sodium thiomalate reached 
485 mg, there were no longer any lesions 
and the corticosteroids were discontinued. 
Six months later, his AEA titer was 20 
dilutions; he was receiving 25 mg of gold 
sodium thiomalate bimonthly and he was 
free of lesions. 

Case 8.~ A 58-year-old white man with 
pemphigus for five years had required up 
to 350 mg of orally administered predni- 
sone daily for control. At the beginning of 
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gold therapy, his AEA titer was 80 dilu- 
tions and severe oral cavity and facial ero- 
sions were present despite daily treatment 
with 350 mg of prednisone. When his total 
dose of gold sodium thiomalate was 285 
mg, he developed agranulocytosis and was 
admitted to the hospital. He had also been 
taking chlorpropamide (Diabinese) and 
amitriptyline (Elavil) hydrochloride. The 
patient died suddenly of respiratory arrest 
in the hospital after recovering from the 
agranulocytosis. Án autopsy was not per- 
formed. 

CasE 9.—A 78-year-old white woman 
required at least 20 mg of prednisone daily 
to prevent severe exacerbations. At this 
dosage level, flaccid bullae and erosions 
were usually present and she developed 
edema, osteoporosis with compression 
fractures, and mild diabetes. Gold therapy 
was begun and a total of 410 mg was given 
over a 2!/ month period. Early in the 
course of chrysotherapy, new lesions de- 
veloped and she also required as much as 
50 mg of prednisone daily. When her total 
dose of gold sodium thiomalate was 460 
mg, AEAs, previously 320 dilutions, were 
40 dilutions. Prednisone was gradually 
withdrawn and at a total dose of 660 mg of 
gold sodium thiomalate, the patient was 
taking 5 mg of prednisone on alternate 
days. Several days after cessation of corti- 


costeroids, diarrhea, dementia, and hypo- 
tension developed. Iatrogenic hypoadre- 
nalism was diagnosed and low doses of 
prednisone were reinstituted to control 
these symptoms. The patient has been 
maintained on 10 mg of prednisone daily 
and 25 mg of gold sodium thiomalate bi- 
monthly. 

Case 10.—A 71-year-old white man 
with a three-year history of pemphigus 
had a severe exacerbation characterized 
by blisters and erosions. His serum AEA 
titer was 10 dilutions. He was treated with 
orally administered prednisone, 200 mg 
daily, and gold sodium thiomalate IM. 
After receiving 400 mg of gold sodium 
thiomalate, the patient was free of lesions 
and AEAs were undetectable. Corticoste- 
roid therapy was then discontinued. For 
the last six months, he has received 25 mg 
of gold sodium thiomalate bimonthly and 
has been free of lesions. 

Case 11.—A 69-year-old white man 
with a three-year history of oral cavity 
erosions took 4 mg of orally administered 
triamcinolone diacetate daily, but contin- 
ued to have lesions. We administered gold 
sodium thiomalate weekly and predni- 
sone, 50 mg, every other day. The predni- 
sone dose was gradually decreased and 
finally discontinued after the patient had 
received 550 mg of gold sodium thioma- 
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late, at which point gold dermatitis de- 
veloped. Gold sodium thiomalate was dis- 
continued and within one month the der- 
matitis resolved. The patient has received 
no therapy for six months and remains 
free of lesions. 

Case 12.—The acute lesions of pemphi- 
gus in a 19-year-old black girl responded 
to therapy with corticosteroids. Gold 
therapy was begun and within two months 
therapy with prednisone was stopped. At 
this point, the AEA titer, initially 1,240 
dilutions, was 40 dilutions. The patient 
was free of lesions for six months while 
receiving 25 mg of gold sodium thiomalate 
bimonthly. Gold sodium thiomalate was 
then purposely withheld. Three weeks lat- 
er the AEA titer had risen to 640 dilutions 
and four weeks later she again developed 
blisters. Oral corticosteroid therapy for 
two weeks controlled the eruption and 
gold therapy was then resumed. This pa- 
tient has now been maintained for nine 
additional months on gold sodium thioma- 
late alone and has been free of lesions 
(Fig 3). 

Case 13.— A 65-year-old Jewish woman 
was taking 180 mg of orally administered 
prednisone daily and her AEA titer was 
320 dilutions when we first saw her. After 
four weeks of chrysotherapy, her AEAs 
became undetectable and corticosteroid 
therapy was gradually decreased. After 
290 mg total dose of gold sodium thioma- 
late, systemic steroids were stopped. She is 
being controlled with 25 mg of gold sodium 
thiomalate administered bimonthly. 

Case 14.—A 52-year-old Jewish man 
with a three-month history of progressive 
oral cavity ulcerations had AEAs detecta- 
ble at 640 dilutions. Slow improvement 
resulted from taking 300 mg of prednisone 
daily. Gold therapy was begun and after 
eight weeks, during which he received 335 
mg of gold sodium thiomalate, his predni- 
sone dosage was reduced to 20 mg on alter- 
nate days; oral cavity lesions were still 
present. After having received 1,175 mg of 
gold sodium thiomalate, AEAs were de- 
tectable at 20 dilutions and his prednisone 
dosage was reduced to 5 mg every other 
day. He symptomatically improved, al- 
though a small number of oral ulcerations 
were present intermittently. The patient 
is receiving 25 mg of gold sodium thioma- 
late bimonthly. 

Case 15.—A 75-year-old Jewish man 
with pemphigus for one year was receiving 
20 mg of prednisone daily, but lesions con- 
tinued to occur. During chrysotherapy, the 
dosage of prednisone was gradually de- 
creased to 10 mg daily as his lesions re- 
solved. After having received 435 mg of 
gold sodium thiomalate, AEAs were unde- 
tectable but the patient developed a wide- 
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spread pruritic dermatitis that was attrib- 
uted to either gold or phenformin hydro- 
chloride (DBI). Gold therapy was tempo- 
rarily stopped. 

Case 16.—A 68-year-old Jewish woman 
had pemphigus for over six years and had 
been treated with both prednisone and 
methotrexate. Liver toxicity developed 
while she was receiving methotrexate 
therapy. At the beginning of gold therapy, 
her AEA titer was detectable at 10 dilu- 
tions and oral cavity lesions were present. 
She was receiving 60 mg of prednisone on 
alternate days. After receiving 450 mg of 
gold sodium thiomalate, the patient was 
improved but still required 60 mg of pred- 
nisone on alternate days. Gold therapy is 
continuing. 

CasE 17.—The condition of a 65-year-old 
Jewish man was poorly controlled with 60 
mg of prednisone daily. Antiepithelial an- 
tibodies were detectable at 160 dilutions 
at the beginning of chrysotherapy. When 
he had received only 135 mg of gold so- 
dium thiomalate, his AEAs were undetect- 
able and his prednisone dosage was re- 
duced to 20 mg every other day. The AEAs 
were detectable at 20 dilutions after he 
received 210 mg of gold sodium thiomalate 
and at 160 dilutions after 335 mg of gold 
sodium thiomalate. This increase in titer 
was associated with new lesions and his 
prednisone dosage was increased to 50 mg 
daily. When his total dose of gold sodium 
thiomalate was 385 mg, AEAs again were 
undetectable and the dose of prednisone 
was lowered. When he had received 585 
mg of gold sodium thiomalate, his skin 
was clear and prednisone was discontin- 
ued. The patient’s condition was controlled 
with gold sodium thiomalate for four 
months. However, after a total dose of 760 
mg of gold sodium thiomalate, blisters 
developed along with a rise in his AEA ti- 
ter to 320 dilutions. Prednisone, 100 mg 
daily, was started and gold therapy was 
continued. The prednisone dosage has 
been slowly decreased and is presently 20 
mg every other day. The patient has re- 
ceived 1,110 mg of gold sodium thiomalate 
and his AEAs are detectable at 40 dilu- 
tions. 

Case 18.— A 72-year-old white man had 
blisters for four months, but had received 
no therapy. Antiepithelial antibodies were 
detectable at 320 dilutions. Because no 
response was seen to gold sodium thioma- 
late after he had received 400 mg, we be- 
gan therapy with systemic corticosteroids. 
Sixty milligrams of prednisone daily pro- 
vided some improvement; however, exten- 
sive lesions are still present. An AEA titer 
drawn after a 695 mg total dose of gold 
sodium thiomalate was detectable at 80 
dilutions. To date, the patient has received 


795 mg total dose of gold sodium thioma- 
late with no evident clinical response. 


Comment 


Three patients with lesions primar- 
ily of the oral cavity were treated 
only with gold sodium thiomalate 
(Table). After various intervals, new 
lesions stopped appearing and old le- 
sions resolved. The AEAs were no 
longer detectable in all three patients 
after chrysotherapy. Patient 1 devel- 
oped widespread lesions early in the 
course of gold therapy but corticoste- 
roids were not given systemically and 
these lesions resolved. 

The other patients were either al- 
ready receiving systemic corticoste- 
roid therapy or had widespread se- 
vere debilitating lesions requiring 
the more rapid control obtainable 
with systemic corticosteroid therapy. 
A minimum of six to eight weeks was 
required for control of the disease in 
these patients. Patients with pemphi- 
gus whose disease was already sup- 
pressed by systemic corticosteroid 
therapy usually required a similar 
number of weeks of treatment with 
gold sodium thiomalate before a de- 
crease in their AEA titer or a reduc- 
tion in their corticosteroid require- 
ment or both were seen. Responses to 
gold therapy were recorded as de- 
creases in the AFA titer and as less- 
ening of the requirement for systemic 
corticosteroid administration since 
most of these patients were free of 
blisters (Table). We must emphasize 
that there is a “lag” time (six weeks 
or more) between the institution of 
gold therapy and response to the 
drug. 

Patients having disabling wide- 
spread lesions were treated with high 
initial dosages of orally administered 
corticosteroids (up to 350 mg of pred- 
nisone per day) while simultaneously 
being placed on gold therapy. After 
the lag period, we gradually lowered 
the dose of steroids while continuing 
to administer gold sodium thioma- 
late. The disease of ten patients 
treated in this fashion has ultimately 
been controlled (for variable lengths 
of time) with gold therapy alone. 

Some patients do not respond or 
respond slowly to gold therapy 
(Table). Patient 14 required 1,175 mg 
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of gold sodium thiomalate before sys- 
temic corticosteroid dosage could be 


reduced to 2.5 mg of prednisone daily. — 


Patient 17 erupted with blisters 
while on maintenance therapy with 
gold sodium thiomalate; concomitant 
with this flare was an increase in his 
AEA titer. Readministration of corti- 
costeroids was needed to control his 
eruption. Patients 16 and 18 have 
received 450 mg and 795 mg of gold 
sodium thiomalate respectively, but 
both patients still require systemic 
corticosteroid therapy. 

The maintenance dose of gold so- 
dium thiomalate has been derived by 
trial for each patient; 25 mg of gold 
sodium thiomalate bimonthly has 
been adequate for most patients. Pa- 
tients may have recurrences of skin 
lesions when gold therapy is purpose- 
ly withheld, as illustrated by case 4 
(Fig 1) indicating that the gold thera- 
py controlled rather than cured the 
underlying disease. When measured, 
AEA titers have increased, prior to 
recurrence of the skin lesions. Patient 
2 presently not being treated with 
gold sodium thiomalate has devel- 
oped no new lesions over a six-month 
period. 

Chrysotherapy may be complicated 
by allergic, idiosyncratic, and toxic 
reactions. Toxic reactions may be 


mild— pruritus, rash, cheilitis and 
eosinophilia—or severe—blood dys- 
crasias and nephrotic syndrome. Se- 
vere reactions are rare. Gold toxicity 
is directly related to the total dose of 
gold administered and the intensity 
of administration, ie, milligrams of 
gold given per week. In our study, 
toxicity did not appear until after a 
total dose of at least 250 mg of gold so- 
dium thiomalate had been given. The 
most common form of toxicity was 
pruritus or dermatitis, occurring in 
four patients.** The pruritic erup- 
tion in patient 6 was associated with 
eosinophilia and, in patient 5, with 
mild proteinuria. These signs and 
symptoms of toxicity resolved after 
cessation of gold therapy in both pa- 
tients. Gold therapy was reinstituted 
without recurrence of the toxic reac- 
tion in patient 6. Patient 5 later de- 
veloped erythema nodosum when 
gold therapy was reinstituted. Pa- 
tient 1 developed a mild form of the 
nephrotic syndrome. Patient 8 devel- 
oped idiosyncratic agranulocytosis 
after a total dose of 285 mg of gold 
sodium thiomalate; he died of unde- 
termined causes in the hospital after 
his bone marrow had recovered. 

In our experience, gold therapy has 
been used effectively for controlling 
pemphigus. Although undesirable 


side effects may attend its use, gold 
sodium thiomalate offers a reason- 
able alternative to long-term cortico- 
steroid administration for the thera- 


py of pemphigus. 


Nonproprietary Names and 
Trademarks of Drugs 


Gold sodium thiomalate— Myochrysine. 
Amitriptyline hydrochloride —Elavil Hy- 
drochloride. 
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Test Your Knowledge 


Question. — Which of the following statements is true regarding skin tests for peni- 
cillin allergy? (a) Patients with a history of penicillin allergy and a positive skin test 
are more likely to experience an immediate type of reaction to penicillin than are those 
with a similar history but negative skin tests. (b) Exanthematic types of reactions are: 
more readily predictable on the basis of skin test reactivity than are urticarial or ana- 
phylactic reactions. (c) “Minor antigenic determinants" refer to those penicillin-protein 
combinations that are not usually associated with severe reactions. (d) "Scratch tests" 
are used to detect patients liable to immediate (anaphylactic) reactions, whereas in- 
tradermal tests are used to detect those with a delayed type of hypersensitivity. (e) The 
time elapsed between the occurrence of a penicillin reaction and subsequent skin test- 
ing appears to have little effect on the results of the skin test. (For answer, see page 65.) 
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A Clinical, Mycological, and 
Immunological Survey 
for Dermatophytosis 


LTC Henry E. Jones, MC, USA; CPT Jeffrey H. Reinhardt, MSC, USA; 
Michael G. Rinaldi, MA, SP/4, USA, San Francisco 


Of 180 subjects, 35 (19%) fulfilled two of 
the following three criteria: clinical history, 
physical signs, positive culture. They were 
classified as chronically infected with der- 


` matophytic fungi. 


The technique and interpretation of skin 
testing with a purified trichophytin is dis- 
cussed. Fifty-seven percent of the subjects 
manifested delayed sensitivity (DS) only, 
14% immediate sensitivity (IS), and the 
remaining 2996 were nonreactive. 

In 93% of subjects manifesting only DS, 


_ there was an apparent clinical immunity to 


reinfection. 0f the 35 subjects chronically 
infected, DS only was present in seven, no 
DS in 16 (nine manifested IS), and IS and 
DS coexisted in 12. 

These data suggest that DS is a correlate 
of immunity, whereas lack of DS or coextis- 
tent IS is associated with susceptihility to 
chronic tinea infections. 


T reviewing the literature on the 
use of trichophytins in humans, 
we were impressed that most investi- 
gations have been limited to dermato- 
phyte-infected patients.!8 A cross- 
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sectional study of a population simi- 
lar to studies conducted with 
tuberculin® and other skin test 
antigens! apparently has not been 
reported. Employing Cruickshank's 
purified trichophytin,'!™ we conduct- 
ed a comprehensive clinical, mycolo- 
gical, and immunological survey of a 
healthy adult male population.. This 
paper reports the results of the sur- 
vey. 


Clinical Data 


Subjects.—' The 180 men partici- 
pating in this study were volunteers 
for medical research in a California 
correctional facility and were selected 
at random solely on the basis of their 
willingness to participate as research 
subjects. The subjects were remuner- 
ated for their participation. The mean 
age of the group was 30.5 years, the 
range being from 21 to 60 years. 

History of Dermatophytosis. — A 
detailed personal and medical ques- 
tionnaire was completed on each sub- 
ject. The age of each individual at the 
time of his primary infection was de- 
termined. Each subject was ques- 
tioned in a similar manner to ascer- 
tain whether symptoms or signs, or 
both, suggestive of cutaneous fungal 
infection could be recalled. If the re- 
ply was affirmative, the anatomical 
area involved and the number of 
recurrences were determined. 

Each subject's medical record was 


reviewed and pertinent excerpts were 
annotated. Each individual was ques- 
tioned for a personal history of medi- 
cal problems that frequently are not 
recorded in clinical records, such as 
acne vulgaris, psoriasis, atopic manii- 
festations, and drug reactions. 
Physical Examination.— We ex- 
amined each man's scalp, face, neck, 
arms, hands, trunk, perineum, legs, 
and feet. If a dermatitis was present 
that was suggestive of or virtually 


diagnostic of dermatophytosis, it was 


noted. Any areas that were thought 
to be affected by dermatophytosis 
were noted and a detailed morpho- 
logic and anatomic description was 
made of all areas suspected of harbor- 
ing an infection. 

Cultures. — Specimens from all toe 
web spaces of both feet, the perineal 
area, and any areas suspected of be- 
ing infected were cultured on derma- 
tophyte test media (DTM). The cul- 
tures were incubated for three weeks 
and were identified using the criteria 
of Ajello et al,* Rebell et al,” and - 
Haley.!$ 

Skin Tests.—Cruickshank's tri- 
chophytin was used in normal saline 
solution without preservatives to 
avoid nonspecific reactions from pri- 
mary irritation or allergic sensitivity 
to the preservatives. Fresh solutions 
were prepared from the same lot be- 
fore each series of tests. A concentra- 
tion of 10ug/0.1 ml was found to be 
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Fig 1.~Types of allergic responses obtained 
in 180 men skin tested with 104g trichophytin. 
DTH, delayed-type hypersensitivity. 


optimum for detecting allergic sensi- 
tivity and was used throughout this 
survey. Plastic, disposable syringes 
and disposable 30-guage needles were 
used. The antigen (10ug in 0.1 ml) 
was administered intradermally on 
the volar aspect of the forearm. 

The tests were read at 20 minutes 
and a wheal > 10 mm + flare was ac- 
cepted as a positive immediate aller- 
gic reaction. The skin test sites were 
observed at 24 and 48 or 72 hours, 
and subsequently at two- to 3-day 
intervals for two weeks following 
each test. The delayed reactions ob- 
served were erythematous, edema- 
tous, indurated, occasionally papu- 
lovesicular, and rarely ulcerative. 
Considerable care was taken to quan- 


titate each of the aforementioned . 


components of the inflammatory re- 
sponse independently. The responses 
were measured in millimeters across 
the transverse diameter of the arm. 


Results 


Not all of the 180 volunteers were 
available for each clinical evaluation 
and, of those who were available, 
some could not provide reliable his- 
torical information. Thus, when cal- 
culating the frequency of historical, 
physical, or skin test results, a differ- 
ent denominator may have been used 
and is so stated. 

History of Dermatophytosis. — 
Utilizing the information obtained 
from the 101 subjects who could date 
or estimate closely the onset of their 
primary cutaneous fungal infection, 
the mean age of onset was calculated 
to be 15.3 years. Of the 140 subjects 
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Fig 2. — Distribution of delayed sensitivity responses by size in 152 subjects who did not manifest 
an immediate reaction to trichophytin. DTH, delayed-type hypersensitivity. 


Table 1.— Clinical Data and Skin Test Correlations 


Skin Test Data 





Clinical Data Nonreactors 


Delayed Immediate Reactors 
Sensitivity = Delayed Sensitivity 





No. of subjects 53 


99 28 





Av age at 
primary infection 


16.6 12.7 





Recurrences 
None 
2-5 episodes 
Persistent or 
recurrent infection 


77% 19% 
18% 8% 


5% 73% 





Physical examination 
Normal 
Questionable tinea 
Suggestive of tinea 


44%. 11% 


28% 
61% 


37% 
20% 





Culture positive 





who did not equivocate on their histo- 
ry, 82% alleged they had been infect- 
ed and 18% denied ever having any 
form of tinea. 

Of the 100 men who could recall the 
number of times they had been infect- 
ed, 63% claimed to have experienced 
no or possibly one recurrence. Fifteen 
percent had experienced two to five 
episodes. Twenty-two percent of the 
men claimed to have more than one 
recurrence per year or to be chroni- 
cally infected. 

Physical Examination.—It was 
noted that 38% of the 142 subjects 
who were thoroughly examined 
showed no cutaneous signs even re- 


25% 63% 
motely suggestive of dermatophytic 
infection. In 32%, a single area (toe 
web space most frequently) was der- 
matitic in a manner (scaling) that 
possibly could be the result of infec- 
tion with dermatophytic fungi. Thirty 
percent of the subjects had a dermati- 
tis in two or more anatomical areas 
(ie, web spaces of both right and left 
feet) or presented lesions more 
suggestive of dermatophytosis (typi- 
cal chronic “moccasin” tinea pedis). 
History by Anatomic Site In- 
volved. — Of 100 subjects in whom a 
complete history could be obtained, 
69% were affected by tinea pedis, 27% 
by tinea cruris, 10.5% by tinea cor- 
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Diameter of Skin Test Reaction, mm 














Fig 3.—Relationship of the size and intensity 
of trichophytin skin test responses in 99 sub- 
jects manifesting only delayed sensitivity. Each 
dot represents size and intensity of inflamma- 
tion recorded for one subject at 72-hour skin 
test reading. Sloped edema and induration bars 
designate slight manifestation of that compo- 
nent of the inflammatory response. The dark 
squares represent the mean intensity of all re- 
actions for that size (eg, 10 to 14 mm) and are 
connected to illustrate the direct relationship 
between size and intensity of a skin test reac- 
tion. P and/or V, intense reaction with papule 
and/or vesicle formation. 


poris, 8% by tinea capitis, and 6.7% 
by symptomatic onychomycosis. 

Mycologic Culture Results.— 
The skin scrapings from 31 of the 100 
subjects cultured grew out a dermato- 
phytic fungus. Several subjects had 
multiple positive cultures from the 
feet and groin or other suspected are- 
as. Of the 31 individuals from whom 
at least one positive culture was ob- 
tained, the cultures of 7796 (24 of 31) 
grew Trichophyton mentagrophytes 
var interdigitale, those of 3% (1/31) 
grew T rubrum, and those of 20% 
(6/31) grew out both T mentagro- 
phytes var interdigitale and T rubrum. 

General Medical Condition.— 
Approximately half (48%) of the 160 
subjects who could recall had a histo- 
ry of acne vulgaris, 41% had a history 
of poison oak or ivy dermatitis, 19% 
had a history of clinical atopy 
(asthma or hay fever or atopic derma- 
titis), and 0.6% (one) had a history of 
psoriasis. 

Skin Test Results. — The first skin 
test in the subjects surveyed elicited 
the responses shown in Fig 1. Twen- 
ty-nine percent of the subjects did not 
show any reaction at either the im- 
mediate or delayed readings. Immedi- 
ate readings were made on 200 sub- 
jects but only 180 were available for 
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Class of Skin Test 
Reaction 


Nonreactive 









Table 2.— Analysis of Subjects Susceptible to Infection by Type of Skin Test 


Response and Relation to Atopy* 


No. Infected Subjects 
As % of That Skin Test 
Class With Atopic History 


7/53 (13%) 


% Infected Subjects 


1/7 (14%) 





Delayed sensitivity only 


Immediate reactors 
+ delayed sensitivity 








7/99 (7%) 


21/28 (75%) 
(12/21 DS) 


2/7 (29%) 





11/21 (52%) 








35/180 (19%) 


14/35 (40%) 





*Criteria for classification as infected subject are any two of the following three findings: positive 
culture, physical examination findings suggestive of tinea, history of chronic or frequently re- 
mitting infections. 


the delayed readings. Fourteen per- 
cent (28/200) manifested an immedi- 
ate reaction. All of these 28 were 
examined for delayed sensitivity, 
which was present in 17 or 60%. Fifty- 
seven percent of the subjects exhib- 
ited only a delayed sensitivity reac- 
tion at the skin test site at 72 hours. 
The average size of the 72-hour skin 
test response to 10ug of Cruick- 
shank's trichophytin was 11 mm of 
erythema, edema, and induration. 

Figure 2 illustrates that some sub- 
jects who were nonreactive at the 
conventional 72-hour skin test read- 
ing had developed, by the seventh to 
the tenth day, a small, erythematous 
to edematous area at the test site. We 
labeled such a reaction a "booster 
response" and this reaction is de- 
scribed in detail in another publica- 
tion.!? 


Comment | 


Dermatophytosis Survey.—Sur- 
veys involving Americans of approxi- 
mately the same age have noted the 
incidence of dermatophytosis to range 
from the 1.3% Cullen'* reported based 
only on clinical signs to the 1746 re- 
ported by Ajello!? with clinical signs 
and microscopic confirmation. Davis 
et al? utilizing both clinical signs 
and culture for classification, reported 
that 12.596 of 152 healthy US Air 
Force recruits in Texas were infected 
with dermatophytic fungi. 

Surveys in England have indicated 
that from 1896? to 24%! of students 
have clinical and culturally docu- 
mented dermatophytosis. Epidemio- 
logic surveys by  Gentles and 
Holmes? determined that the inci- 
dence of dermatophytosis in British 
coal miners varied considerably, but 
in a total of 2,101 men from 15 sepa- 


rate coal mines, 2196 were deter- 
mined to be infected. The frequency of 
dermatophytosis in military person- 
nel serving in the tropics was report- 
ed to reach the 6096 to 8096 range by 
Campbell et al? and Taplin et al." 
The differences in the incidence of 
dermatophytosis reported in the 
above surveys may be accounted for 
by exposure to different environmen- 
tal or occupational factors, by the 
scope and design of the investiga- 
tions, or there may be true differences 
in the populations. 

In this survey, if only one parame- 
ter had been used as an index of infec- 
tion, use of historical evidence alone 
would have suggested that from 22% 
to 82% were infected; clinical signs 
alone, from 30% to 62%; and cultural 
evidence alone, 31%. In the present 
survey, subjects were classified as 
infected based on clinical signs and 
mycological cultural criteria; how- 
ever, the historical evidence was also 
considered (Tables 1 and 2). Consider- 
ation of the clinical history adds a 
temporal or dynamic quality to the 
evaluation of an individual. The his- 
torical data is believed to be valid and 
useful because the randomly selected 
volunteer population includes both 
infected and noninfected men, each of 
whose clinical history is, in a sense, 
compared within the entire popula- 
tion. 

When the three parameters 
(history, clinical signs, culture) are 
considered, 19% of the 180 subjects 
can be classified on the basis of fulfill- 
ing two of the three criteria as subject 
to chronic or frequently remitting . 
dermatophytic infection (Table 2). 
Those dermatophytosis surveys con- 
ducted in temperate climates and uti- 
lizing both clinical signs and labora- 
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tory confirmation have indicated that 


12.5%, 17959 18%? 21%, and . 


2475? of the populations surveyed 
were infected. These figures all fall 
within a rather narrow range about 
the 18% classified as subject to chron- 
ic infection in the present survey. 
This suggests that a relatively con- 
stant percent of the male population 
is prore to chronic dermatophytosis. 
Immunologic Responses to Tri- 
chophytin Skin Test.—Of the al- 
lergic reactions to the dermatophytic 
fungi, the delayed type skin test re- 
sponses to the trichophytins have 
been most thoroughly investigated. 
Cruickshank" passively transferred 
trichophytin sensitivity in guinea 
pigs using peritoneal cells and, in so 
doing, established that the cell-me- 
diated immune system is responsible 
for these delayed-type reactions. .. ... 
The dslayed sensitivity skin test 
response to trichophytin in man has 
been shown to correlate somewhat 
with either past or present infection 
by dermatophytic fungi.! 9122526 The 
interpretation and -clinical useful- 
ness of the trichophytin skin test be- 
came confused by false-negative re- 
actions???" and false-positive reac- 
tions? to trichophytins that were im- 
pure and not standardized in a non- 
patient population. During the 1960s, 
Cruickshank and his collaborators!t? 
succeeded in removing the irritating 
principles from their trichophytin 
and demonstrated that the antigen 
elicited specific allergic reactions. In 
our hands, Cruickshank's antigen 
elicits specific reactions in humans 
and no toxic or locally irritating re- 
actions have been seen." Recently, 
Nozawa et al" have confirmed the 
biochemical and immunologic reports 
of Cruickshank and his co-workers. 
Delayed Skin Test Responses. — 
In this survey, the first trichophytin 
skin test elicited a delayed sensitivity 
response in 57% of the subjects, and 
the magnitude and intensity of the 
response varied widely (Fig 1 to 3). 
Figure 2 demonstrates that the 72- 
hour delayed sensitivity responses 
form a continuum from small reac- 
tions, those 1 to 4 mm in diameter, to 
those greater than 20 mm, with no 
abrupt cutoff (ie, 5 or 10 mm) above 
which a skin test could be labeled pos- 
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itive. The intensity of the delayed 
skin test responses as shown in Fig 3 
is also a continuum and is directly 
related to the diameter of the reac- 
tion. Since the skin test antigen used 
in this study was nonirritating and 
the reactions elicited were observed 
to form a.continuum in the popula- 
tion studied, we classified any subject 
who exhibited a definite response 
(regardless of size) at 72 hours as 
manifesting some degree of delayed 
sensitivity. The average size of the 
72-hour skin test response to 10ug of 
Cruickshank's trichophytin was 11 
mm of erythema, edema, and indura- 
tion. 

Clinical Immunity and Delayed 
Sensitivity. —Of the 99 subjects 
whose only trichophytin skin test 
reaction was a delayed-type hyper- 
sensitivity response, only seven (796) 
could be classified as chronically in- 
fected (Table 2). The case history of a 
typical delayed sensitivity reactor 
was that he had experienced his pri- 
mary dermatophytic infection when a 
teen-ager, but subsequently had 
remained relatively free of recurrent 
infection. This alleged state of clini- 
cal immunity was supported by a 
more normal physical profile and rel- 
atively few positive cultures (Tables 1 
and 2). These are the findings one 
would have predicted from the results 
of experimental infections in animals 
and humans reported by Bloch and 
Massini as early as 190978 and con- 
firmed by numerous investigators 
since.!!2923 This report presents the 
first direct evidence that delayed sen- 
sitivity is the immune mechanism 
that correlates with the clinical pro- 
tective immunity that usually follows 
one's first encounter with dermato- 
phytic fungi. The relationship be- 
tween delayed sensitivity and immu- 
nity is not that simple, however, for 
2096 of the chronically infected sub- 
jects manifested what appeared to be 
a. vigorous delayed sensitivity skin 
test response. 

Immediate Skin Test  Re- 
sponses.— The early reports in the 
literature established a relationship 
between immediate (humoral anti- 
body mediated) reactions to tricho- 
phytin and chronic T rubrum infec- 
tions.” In this study, immediate reac- 


tions were noted in (28) 14% of the 
200 randomly selected subjects and 
21 (75%) of these 28 men were classi- 
fied as chronically infected. Compar- 
ing the frequency of immediate skin 


_test responses in subjects from which 


only T mentagrophytes var interdigi- 
tale was recovered vs those from which 
T rubrum was recovered reveals that 
57% of the former and only 28% of the 
latter were immediate reactors. Thus, 
in this study there was no specific 
association with T rubrum infections 
and immediate skin test reactions. 

We realize that the percent of iso- 
lates that were identified as T' rub- 
rum is much below that expected 
from patients in a clinic. This may be 
accounted for by our use of T menta- 
grophytes var granulare during the 
preceding two years as an experimen- 
talinfectious agent in this institution 
(unpublished data). 

We do not know what organism 
originally infected any subject, and it 
is possible that the original infection 
in many of the subjects (ie, childhood 
tinea capitis) was caused by a derma- 
tophyte other than T mentagrophytes 
or 7' rubrum. It seems naive to attrib- 
ute a causal relationship between the 
dermatophyte species recovered on 
culture at any one time and the type 
of immunologic response manifested 
by the host. A strong correlation can 
be made between immediate reac- 
tions to trichophytin and a chronic 
infection per se. 

Chronic Dermatophytosis and 
Atopy.—It is an established medical 
fact that immediate allergic reactions 
are frequently seen in atopic individ- 
uals. Such an association was demon- 
strated in this study for 45% of the 
immediate reactors were clinically 
atopic (asthma, hay fever, or atopic 
dermatitis, or all three). Moreover, 14 
(40%) of the 25 chronically infected 
subjects were atopic. By comparing 
the frequency of chronic dermatophy- 
tic infection in atopics (41% [14 of 34]) 
and nonatopic subjects (14% [21 of 
146]), it is seen that chronic infec- 
tions are approximately threefold 
more frequent in atopic subjects. 
There was no correlation between 
chronic dermatophytic infections and 
any clinical condition except atopy. 
Of the 14 chronically infected atopics, 
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11 (79%) manifested immediate sen- 
sitivity to trichophytin. 

Lobitz et al? has reported two pa- 
tients who had atopic dermatitis who 
were anergic and suffered from chron- 
ic dermatophytosis. Jones et al?! have 
reported that patients who have atop- 
ic dermatitis develop allergic contact 
sensitivity to rhus much less fre- 
quently than nonatopic controls. In 
this survey, 16 of 35 chronically in- 
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Test Your Knowledge 


Answer.—a; VanDellen RG, Gleich GJ: Penicillin skin tests as predictive and diagnostic 
aids in penicillin allergy. Med Clin North Am 54:997-1007, 1970. (For question, see page 60.) 





Arch Dermatol/Vol 108, July 1973 


Dermatophytosis/Jones et al 65 


66 Arch Dermatol/Vol 108, July 1973 


Erosio Interdigitalis 


Blastomycetica 


Alfredo Rebora, MD; Richard R. Marples, BM, MSc, MRCPath; 


Albert M. Kligman, MD, PAD, Philadelphia 


The inoculation of Candida albicans into 
the web between the third and fourth fin- 
gers regularly induced the typical picture . 
of erosio interdigitalis blastomycetica, 
provided the fingers were sealed together 
to provide complete occlusion. The aerobic 
flora increased enormously, but C aibicans 
accounted for less than 1% of the total. A 
mixture of gram-negative rods became 
established in great numbers. It is pro- 
posed that erosio interdigitalis biastomyce- 
tica is a synergistic infection between a 
small quantity of C albicans and a much 
larger population of one or more gram- 
negative rods. 


nce seen, the peculiar erosive 
dermatitis of the third finger 
web, known as erosio interdigitalis 
blastomycetica (EIB), can never be 
forgotten. There are no disputes con- 
cerning its pathogenesis. The lesions 
arise as a result of Candida albicans 
infection in persons whose life situa- 
tions involve having their hands re- 
peatedly immersed in water. 
Apparent knowledge of causation 
has a way of vitiating the investiga- 
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tive spirit. There are still puzzling 
features of the disease. Only a tiny 
fraction of persons in “wet” occupa- 
tions ever develop the condition. Why 
are fungus elements so often difficult 
to demonstrate? By creating a disease 
experimentally, one has an unusual 
chance to examine the various agen- 
cies that affect its course. We essayed 
to reproduce EIB experimentally; our 
success in this venture is the subject 
of this paper. ` 2 


Material and Methods 


The subjects were 53 male prisoner vol- 
unteers (18 blacks and 35 whites), who 
ranged from 21 to 59 years old. Good 
health was ascertained by physical exami- 
nation and routine blood and urine 
studies. Twenty-four hour subcultures of C 
albicans on Sabouraud medium were used. 
The yeast cells were suspended in saline 
and counted in a white blood cell hemocy- 
tometer. Ten microliters of a suspension 
containing 105 cells was placed on the web 
between the third and fourth fingers. The 
two fingers were immediately bound to- 
gether at the first joint with one-half inch 
plastic tape. This completely obliterated 
the interspace but still enabled the fingers 
to bend. 

The contralateral interdigital space was 
similarly occluded but not inoculated. 

The tape was reapplied every few days 
whenever it seemed to be loosening. The 
microflora was sampled by thoroughly 
swabbing the interspace with a cotton- 
tipped applicator wetted with 0.1% octyl- 
phenoxy polyethoxyethanol (Triton X-100). 
The organisms were dispersed in buffered 
detergent solution after the technique of 
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note satellite pustules. 


Williamson and Kligman.' Appropriate 
dilutions were plated onto the following 
media: Trypticase soy agar, with and with- 
out lecithin and polysorbate 80; casein 
yeast extract lactate glucose agar, which 
is a rich general purpose medium; Mac- 
Conkey agar for the isolation of coliform 
and enteric organisms; phenylethanol 
agar for gram-positive rods, and Mycosel 
for C albicans. Colonies were counted after 
two days of incubation at 37 C. 


Results 


Evolution and Morphologic 
Characteristics. —The lesions began 
to develop within three to four days. 
Takes occurred in 80% of white sub- 
jects but in none of 18 blacks. Subse- 
quently, we were careful to secure 
occlusion by using a splint beneath 
the fingers along with adhesive tape 
wrapping. With this maneuver, we 
succeeded in creating EIB in four of 
six blacks. 

The mature experimental lesion 
exactly mimicked the picture of the 
native disease (Fig 1). The subjects 
bore the lesion with ease, complain- 
ing only of pruritus. The central area 
of the web became whitish and mac- 
erated with shreds of separated tis- 
sue. Along the inner sides of the fin- 
gers, erythema and pustules could 
often be seen. Later on, the horny lay- 
er separated, leaving a bright-red 
eroded surface that is so characteris- 
tic of the disease (Fig 2). This appear- 
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Fig 1.—Experimentally induced lesion eight days after inoculation; 





ance persisted as long as the tape was 
kept on. Removal of the dressing led 
to prompt regression, with healing 
nearly complete within about a week. 
Occasionally, scaling and itching per- 
sisted for several weeks. The control 
side showed only whitish color macer- 
ation. 

Microbiologic Findings. — The 
microbiological data for severely in- 
flamed interspaces are shown in the 
Table. Aerobes were greatly in- 
creased averaging about 3.8 x 10’. 
This differed significantly from 
1X10** organisms for the control 
side. Without occlusion, the microbial 
population in this region generally 
does not exceed several hundred cells. 
The numbers of diphtheroids largely 
depended on the large colony diph- 
theroids, which, although absent in 
the control areas, increased with time 
progressively. Lipophilic diphther- 
oids showed a general tendency to 
increase. 

Gram-negative rods increased pre- 
cipitously in the first five days, practi- 
cally replacing the cocci; thereafter, 
they proportionately diminished to 
about a quarter of the population. 
Lactose fermenters decreased with 
time, being replaced by nonfermen- 
ters. Among occasional isolates were 
Pseudomonas, Proteus, Escherichia, 
and Mima-Herellea; colonization was 
occasionally limited to one of these. 





Fig 2. — Experimentally induced erosio interdigitalis blastomycetica 15 
days after inoculation. Note denuded center and collarette of thickened, 
whitish, macerated scale. 


Surprisingly, the percentage of the 
total flora made up by C albicans was 
extremely low throughout the study, 
never exceeding 146. Their actual 
number, of course, was rather great, 
1 X 10? at least. Present in all subjects 
at five days and probably at 15 days 
also, C albicans was recovered in only 
one of three cases at 30 days. 


Comment 


It proved to be surprisingly easy to 
create EIB in all its clinical glory 
with its vivid erosions, "white collar" 
of detached epithelium, and satellite 
lesions. In our previous study of ex- 
perimental moniliasis of glabrous 
skin? we regularly achieved takes, 
but the resulting pustular dermatitis 
was not at all like the lesions usually 
encountered. In both that model and 
the current one, it is clear that the 
organism is not invasive in the usual 
sense. The reaction is really a biolog- 
ic-type contact dermatitis, for it is 
called forth by toxic products that are 
produced by the surface-growing or- 
ganisms.? We took only a single biop- 
sy specimen in this study and were 
unable to demonstrate the organism 
below the surface. In cutaneous ex- 
perimental  moniliasis, organisms 
were outside the skin.? 

The decisive role of hydration was 
again demonstrated. Complete occlu- 
sion was prerequisite for infection, 
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*Percertages in parentheses are of the total. 


which persisted as long as the site 
was kept thoroughly wet. With re- 
moval of the tape and drying out, in- 
volution began at once. What we ini- 
tially regarded as complete resistance 
of the black turned out to be partly 
determined by anatomy. The inter- 
space of blacks tends to be wider, 
making it more difficult to secure 
complete occlusion. When this was 
provided with splinting and taping, 
the infection rate was about the 
same. Other data of ours indicate that 
experimental moniliasis is less severe 
on the glabrous skin of black people. 
Maibach and Kligman? were not suc- 
cessful in reproducing the disease 
perhaps because of inadequate occlu- 
sion. 

Our findings make it doubtful that 
C albicans is the sole pathogen iu 
EIB. First of all, we found it rather 
difficult to demonstrate yeasts in 
smears and scrapings from active le- 
sions. There was a disparity between 
the fury of tae inflammatory reaction 
and the meagerness of the pathogen. 
Cultures verified this assessment, for 
C albicans generally comprised less 
than 1% of the total microbial flora. 
In older but still intense infections, 
the yeasts declined even further. In- 
deed, some attempts at isolation 
failed altogether, an experience that 
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No. C albicans* Gram-Negative Rods Total 
— Aerohes 
Total* Proteus Pseudomonas 

5 10 10 (0.07%) 7 (61%) 2 1 106-9=0.3 
12 9 9 (0.1696) 9 (16%) 1 1 107-1=9.3 
15 7 6 (0.73%) 7 (23%) 1 1 105-7204 
30 3 1 (0.03%) 2 (33%) 0 0 “520. 
15 (ccntrol) 0 (0.00%) 3 (8.3%) 1 1 105720.6 





is familiar to clinicians. The picture 
of EIB is so unmistakeable that a sin- 


gle negative culture does not nullify 


the diagnosis. Of course, 1% of a large 
population still amounts to hundreds 
of thousands of yeasts. If one exam- 
ines the other members of this flora 
for organisms that cannot be consid- 
ered normal residents, the impor- 
tance of gram-negative rods is imme- 
diately evident. They never com- 
prised less than 16% of the flora and 
twice that proportion at 30 days. 
Generally, there was a mixture of lac- 
tose and nonlactose fermenters, but, 
in some cases, there was only one 
type. 

We would propose that the gram- 
negative rods are not merely bystand- 
ers, but play an important role in the 
chronicity of the lesions. Initially, C 
albicans, multiplying to great num- 
bers, evokes a toxic dermatitis, the 
peripheral pustules being an easily 
recognized manifestation. Within a 
few days, excessive moisture creates 
an opportunity for intestinal gram- 
negative rods to become established. 
Proteases and other diffusible prod- 
ucts that are produced by these or- 
ganisms intensify the damage and 
bring about the destruction and 
sloughing of the horny layer. By this 
time, C albicans has usually been 


reduced to minority status and per- 
petuation of the lesion is probably 
mainly dependent on gram-negative 
rods. Both are probably necessary in 
most instances. So long as the lesion 
remains erosive and wet, this collabo- 
ration can continue. Dryness is usu- 
ally lethal to both. By this view, EIB 
is no longer simple moniliasis. By the 
time it is clinically recognizable, it is 
a synergistic infection by yeasts and 
one or more gram-negative rods. Al- 
though the experimental model 
seems to be identical to the naturally 
occurring disease, studies of the na- 
tive disorder are needed to confirm 
this hypothesis. 

There is evidence that this concept 
applies also to chronic paronychia in 
which Proteus is quite often isolated 
along with Candida. Diaper rash is 
another condition in which our 
studies strongly point to a similar 
type of synergism. 

The therapeutic implications at 
this knowledge are obvious. In chron- 
ic infections, measures against gram- 
negative rods are at least as impor- 
tant as trying to eliminate C albicans. 
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' Experimental Infection With 


Candida albicans 


Alfredo Rebora, MD; Richard R. Marples, BM, MSc, MRCPath; Albert M. Kligman, MD, PhD, Philadelphia 


Candida albicans, applied to human 
skin under occlusion for 24 hours, induced 
a pustular dermatitis, the severity of which 
was proportional to the size of the inocu- 
lum. The 105 cells produced infections in 
95% of the patients. Blacks were more re- 
sistant than whites, though Candida grew 
well. Mycelial forms were rare and were 
not a prerequisite for a take. Infections 
were readily induced on skin that was 
stripped to the glistening layer, casting 
doubt on the importance of anti-Candida 
serum factors. In atopic and psoriatic skin, 
infections only occurred when the existing 
microflora was eradicated. Candida albi- 
cans is not a secondary invader in dermat- 
itic skin. 


tudies from this laboratory 
showed that a pustular dermati- 
tis could be rapidly provoked when a 
large number of Candida albicans 
cells were placed on the normal skin 
under occlusion.' The organisms grew 
strictly on the surface, producing 
products that excited a toxic dermati- 
tis. 

The objective of the present work 
was to refine this model in respect to 
the following: (1) quantification of 
dosage, (2) kinetics of yeast growth, 
and (3) interactions with skin bacte- 
ria. 


Methods 


The subjects were adult male prison 
volunteers. Laboratory tests ascertained 
that the subjects were in good health. 

Twenty-four-hour subcultures on Sa- 
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bouraud agar were used to prepare sus- 
pensions for inoculation. The number of 
yeast cells was determined with a hemocy- 
tometer as in counting white blood cells. 

The standard technique was as follows: 
1041 of saline containing 10?, 10*, and 10° 
yeast cells was placed on the unprepared 
volar surface of the forearm and immedi- 
ately covered with a 2-cm square of plastic 
film. This was then firmly sealed to the 
skin with 1-inch cloth-backed tape. A con- 
trol noninoculated area was similarly pre- 
pared. The occlusive dressing was re- 
moved 24 hours later. 

Twenty-four hours after removing the 
dressing, the severity of the dermatitis 
was rated on the following scale: += 1 to 5 
pustules; ++=5 to 20 pustules; +++= 
innumerable pustules; ++ + += confluent 
pustules; and +++++=bulla with ero- 
sion. 

To determine the amount of growth of 
bacteria and yeasts, the site was scrubbed 
in 2 ml of buffered 0.1% octylphenoxy 
polyethoxyethanol (Triton X-100) for two 
one-minute periods.? Tenfold dilutions in 
0.05% buffered octylphenoxy polyethoxy- 
ethanol were plated onto the following 
media: trypticase soy agar with and with- 
out lecithin and polysorbate 80, Sabour- 
aud dextrose agar, and Mycosel agar. 

Colony counting was done after aerobic 
incubation at 35 C for two days. The pro- 
portion of germ tubes and premycelial 
forms were assessed by staining a part of 
the original scrub sample with Giemsa.’ 


Results 


Observations were made on 207 
subjects using various modifications 
of the standard technique. 

The morphologic findings were as 
follows: At the time of removal of the 
occlusive dressings 24 hours after 
inoculation, there was little or no 
reaction visible. Over the next two 
days, the dermatitis developed to a 
peak and then resolved. At first, an 
erythematous rash appeared in which 
small papules developed. These 
evolved quickly into discrete pustules 
(Fig 1). There was no tendency for the 


reaction to spread beyond the occlud- 
ed area. In severe cases, a sharply 
outlined erythematous edematous 
plaque that was densely studded with 
pustules was formed. In the worst 
instances, confluence and rupture of 
the pustules resulted in an angry- 
looking erosion. Mild reactions took 
the form of scattered 1-mm sized pus- 
tules only. These were not related 
clearly to any skin appendages. When 
the occlusive dressings were left on 
for five days instead of 24 hours, the 
erosion became progressively more 
intense with a zone of erythema and 
edema around the original plaque. 

Healing began after development 
of the peak reaction within two days 
after removal of the dressings. The 
time of healing depended on severi- 
ty —a few days for mild eruptions and 
more than ten days for erosive le- 
sions. The latter sometimes left ery- 
thematous slightly infiltrated hyper- 
pigmented plaques, which resolved 
only slowly. 

General Microbiology (24-Hour 
Occlusion).—Candida albicans, co- 
agulase-negative cocci, and lipophilic 
diphtheroids were regularly found 
together. Gram-negative rods and 
Sarcina were isolated in small num- 
bers occasionally. 

Candida albicans was recovered in 
every instance and sometimes even in 
the control sites as a consequence of 
contamination. A pustular eruption 
was never observed in uninoculated 
sites nor did secondary lesions arise 
elsewhere. Resident cocci were re- 
covered in all subjects; lipophilic 
diphtheroids were recovered in 70% 
of the subjects. About 97% of the 
aerobes were cocci, the remainder 
being lipophilic diphtheroids. 

Dosage Response.—Twenty sub- 
jects, ten blacks and ten whites who 
ranged from 21 to 41 years old, were 
studied using the standard 24-hour 
occlusion technique, with culturing 
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immediately after removal of the 
dressing. 

The 10° cells produced pustular 
dermatitis in 95% of the subjects, 10! 
in 90%, and 10? in 65%. Uninoculated 
sites showed no reaction. 

The severity of the dermatitis was 
a linear function of the number of 
organisms. From the regression line 
of Fig 2, one may see that a 2+ reac- 
tion resulted from 10* cells, while 
scores of 3+ were obtained with more 
than 105 cells. 

The number of C albicans re- 
covered was also a linear function of 
the size of the inoculum (Fig 3). The 
10? cells inoculum yielded 6.4 x 10? 
organisms, 10 yielded 9.7 x 104, and 
10* yielded 1.3 x 10° (Table 1). 

The quantities of cocci and diph- 
theroids that were recovered were 
inverse to the inoculum of C albicans; 
the greater the growth of yeasts, the 
less the multiplication of resident 
organisms. This would appear to be 
simple competition for space and nu- 
trients. 

Population Kinetics.— Ten sub- 
jects, five blacks and five whites who 
ranged from 21 to 32 years old, were 
used to determine the fate of the 
yeasts and of resident micro-organ- 
isms at various times after inocula- 
tion. This design also permitted an 
evaluation of the exposure times that 
were necessary to evoke a dermatitis. 
The inoculum was 3 X 10* cells. 

The development of a dermatitis 
was dependent on the duration of the 
occlusion. Seven hours produced a 
mild dermatitis in 3096 of the sub- 
jects. After 31 hours, a pustular erup- 
tion occurred in 90% of the patients. 
Every site reacted after 107 hours of 
occlusion. 

As expected, the severity of the 
dermatitis was time-dependent. The 
average scores for the above exposure 
times were 0.4, 3.4, and 4.7, respec- 
tively. 

As for growth kinetics, the quanti- 
ty was approximately that of the inoc- 
ulum for the first seven hours; there- 
after, there was a steady increase as 
long as the occlusion was maintained, 
from an initial 10*5 to more than 105 
(Fig 4). 

In the hemocytometer, one could 
see that a few cells produced premy- 
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Fig 1.—Pustular dermatitis two days after 
inoculation of 105 yeast cells. 
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Fig 2.— Log of dose vs severity of dermatitis 
follows a linear relationship. Black subjects 
reacted less. 
celial structures (germ tubes or short 
multicellular filaments). These were 
rare in the first two hours but slowly 
increased in numbers throughout the 
experiment. However, when ex- 
pressed as a proportion of yeast cells, 
the percentage of premycelial forms 
diminished after seven hours. The 
majority of the C albicans cells re- 
mained in the yeast form; moreover, 
only rudimentary filaments devel- 
oped over a four-day period. 

Eight days after removing the 
dressing, C albicans could not be 
recovered. We previously showed that 
the organisms died rapidly after oc- 
clusion was stopped. 


As regards resident bacteria, the 
cocci increased sharply from the sev- 
enth hour on, from 6 x 10? to about 
105 after 107 hours. Similar behavior 
was shown by the lipophilic diphther- 
oids, but the numbers were considera- 
bly smaller. Eight days after removal 
of occlusion, the aerobic flora fell to a 
near normal level of 10+. 

Racial Differences. — Blacks 
proved to be less susceptible. Black 
skin, however, harbored a population 
of yeasts and aerobic bacteria more 
than 2 logs greater than whites. 
These differences were highly signifi- 
cant (Table 1 and Fig 2). 

The slope of the regression lines in 
regard to growth of organisms and 
clinical severity was the same in 
blacks and whites. 

Effects of Partial Occlusion.— 
Complete occlusion of the skin is not 
the usual predisposing cause of moni- 
liasis and less occlusive dressings 
were designed to mimic more closely 
ordinary conditions. Dressings re- 
quiring a solid ring to delimit the 
area were unsuccessful because of the 
growth of the organism and the de- 
velopment of lesions beneath the 
ring. In eight subjects, five black and 
three white who ranged from 22 to 31 
years old, dressings of gauze, telfa 
pads, paper adhesive tape, and fabric- 
backed acrylic adhesive tape were 
studied. The gauze and telfa pads 
were held in place with cloth-backed 
tape. All lesions showed a reduction 
in severity from that expected from 
complete occlusion. The effect of par- 
tial occlusion is as follows: gauze, 
0.10; telfa, 0.54; paper adhesive tape, 
0.03; fabric-backed acrylic adhesive, 
0.06; and plastic film, 2.05. The telfa- 
pad dressing was significantly more 
effective than the remaining dress- 
ings in inducing lesions, suggesting 
that it is more occlusive than is sup- 
posed. In the partially occlusive 
dressings, the relationship of inocu- 
lum to severity of the dermatitis was 
not seen, suggesting that local factors 
in the skin become important in these 
marginal conditions. 

Strain Variations. —Eighteen sub- 
jects, nine blacks and nine whites 
who ranged from 21 to 30 years old, 
were used to test the virulence of 
three strains of C albicans that were 
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Fig 3.—Plot showing that amount of cells 
recovered was proportional to dose. 
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isolated from three cases of monilia- 
sis. The severity of the dermatitis was 
the same for each dose of the three 
strains. 

Regional Differences.—In eight 
subjects, four whites and four blacks 
who ranged from 21 to 40 years old, 
inoculations were made into seven 
different regions of the body (Table 2). 
Both clinical scores and the yeast 
population were lower on the lower 
limb than in the upper one. Interme- 
diate values were found on the back. 

Repeated Inoculation. — A study 
was performed on seven subjects, two 
whites and five blacks who ranged 
from 22 to 38 years old, to evaluate 
whether repeated inoculations would 
produce quicker and more severe in- 
fections. After a first inoculation of 
10* cells with quantitative cultures 
24 hours later, the subjects were in- 
oculated every other day for 15 days 
with 10° cells. A final inoculum was 
made with 10* cells and the number 
of yeasts were again assessed by 
culture. 

Table 3 shows that subjects whose 
initial reaction was mild did, in fact, 


exhibit a greater pustular reaction at . 


the end, while no change occurred in 
those with intense initial reactions. 
Inoculation Into Stripped 
Skin. — Factors have been reported in 
serum that inhibit the growth of C 
albicans in vitro. It was of interest to 
find out whether the organism could 


proliferate on the serum-rich surface. 


of freshly stripped skin. The forearm 
skin of ten blacks, who ranged from 
24 to 41 years old, was stripped to the 
glistening layer with cellophane tape. 
Normal skin served as a control. The 
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Fig 4.— Growth of C albicans under occlusion. Yeasts continued to increase with t'me. 


10* cells were then applied and oc- 
cluded for 24 hours. Four of the sub- 
jects were also scrubbed to evaluate 
yeast growth. 

Figure 5 clearly shows that remov- 


al of the horny layer enhanced the ` 


infection greatly. Only a few strip- 
pings were sufficient to show this 
effect. A maximal response was 
reached in 20 strippings. 

i There was no difference in the 
number of C albicans that were re- 
covered at different levels 24 hours 
after inoculation. As expected, few 
aerobes were recovered since strip- 
ping virtually removes all of the su- 
perficially located residents. 

Three more black subjects were 
inoculated with 10* C albicans cells 
one week after stripping their skin 
five times. No differences were re- 
vealed between stripped and normal 
Skin with regard to the yeast popula- 
tion and the clinical reaction. 

Susceptibility of Inflamed 
Skin.—There was some evidence 
from the previous study! that skin 
that was damaged by freezing was 
comparatively resistant to experi- 
mental moniliasis; moreover, a pus- 
tular reaction could not be created in 
psoriatic plaques. In the current reap- 
praisal of this question, we not only 
observed the sites clinically but de- 
termined yeast growth after 24 hours 
of occlusion and after degerming with 
70% alcohol. We have shown pre- 
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Fig 5.— Effect of stripping the horny layer 
with cellophane tape on the severity of the 
dermatitis following 10* C a!bicans. 
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viously that application of 70% alco- 
hol for two minutes to hydrated skin, 
on which the microorganisms had 
increased to more than a million per 
square centimeter, brought about a 
more than 99% reduction in count. 
Furthermore, on alcohol-degermed 
Skin, the number of organisms that 
were required to induce Staphylococ- 
cus aureus infections was markedly 
reduced.* 

Psoriasis. — Psoriatic plaques carry 
more bacteria than uninvolved skin 
(R. R. Marples, MRCPath; C. Heaton; 
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2 Table1.— Dosage Response 
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Clinical 
Sites Scores C albicans x 103 





Anterior 


forearm 1.56 
Posterior 

forearm 2.50 
Upper back 1.44 
Lower back 1.56 
Groin 1.81 
Pretibial 1.00 
Malleolus 0.62 


Table 3.— Effect of Repeated 
Inoculation 
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A. M. Kligman, MD, PhD, unpub- 
lished data). Application of 10° cells 
to chronic plaques for 24 hours failed 
to elicit a vesicular reaction in two 
subjects, and only a small fraction of 
the inoculum was recovered. How- 
ever, when the site was first de- 
germed with 70% alcohol, the yeast 
population had the expected order of 
magnitude at 24 hours and one sub- 
ject showed a typical pustular reac- 
tion. 

Atopie Dermatitis.—The lesions of 
atopic dermatitis usually carry a 
dense flora, mainly S aureus (J. J. 
Leyden, MD; R. R. Marples, 
MRCPath; A. M. Kligman, MD, PhD, 
unpublished data). Without degerm- 

. ing, 105 cells caused no reaction. Aft- 
er swabbing thoroughly with alco- 
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hol, a typical reaction developed in 
each of four trials; correspondingly, 
large numbers of yeasts were re- 
covered in 24 hours. 

Seborrheic — Dermatitis. — Patches 
of seborrheic dermatitis on the chest 
were inoculated without degerming 
in three subjects. The quantity of 
organisms recovered at 24 hours was 
about 50% of the control sites on un- 
involved skin. A mild definite vesic- 
ulopustular reaction occurred in all 


' three subjects. 


Sunburn.—Three minimal ery- 
themal doses (MEDs) were adminis- 
tered to the back of three subjects 
from a FS-20 fluorescent lamp. When 
the subjects were inoculated with the 
standard dilutions 24 and 48 hours 
later, the quantity of organisms re- 
covered and the severity of the pustu- 
lar reaction was no different from 
normal control sites. 

Tinea Versicolor.—In four subjects 
with extensive tinea versicolor of the 
trunk, the involved areas were found 
to be normally susceptible to experi- 
mental moniliasis. 

Effect of Topically Applied Ste- 
roids.—Twenty subjects, ten whites 
and ten blacks, were inoculated in the 
standard fashion. Immediately, 0.1% 
triamcinolone acetonide cream 
(Kenalog) was inuncted over the 
area, which was then occluded as 
usual for 24 hours. Control sites re- 
ceived the cream base. Scrub samples 
were obtained at 24 hours to deter- 
mine the amount of yeast growth. 
Untreated sites were used as controls 
to score the clinical reaction at 48 
hours. 

Tn all but a few instances, the ste- 
roid brought about a nearly complete 
suppression at the pustular dermati- 


tis, which was actually an 86% reduc- 
tion in relation to the controls. On the 
other hand, the quantity of yeasts did 
not differ in the control and treated 
sites. 

Thus, there could be little doubt 
that we were witnessing an expres- 
sion of the anti-inflammatory activity 
of the steroid. 


Comment 


Experimental moniliasis is a high- 
ly reproducible system, which can be 
rather precisely quantified. Both the 
severity of the eruption and the 
quantity of yeast recovered were lin- 
ear functions of the size of the inocu- 
lum. Unlike experimental S aureus 
infections,’ there was no decrease in 
viability immediately after transfer 
to the skin. Indeed, the number re- 
mained stable and then progressively 
increased as long as occlusion was 
maintained, reaching within a few 
days densities exceeding 109/em?. The 
all important requirement was mois- 
ture. With only partial occlusion 
under porous tape, yeast growth was 
limited and the disease was corre- 
spondingly mild. With complete oc- 
clusion, C albicans finds skin a very 
favorable habitat. Moderate inocula 
of a thousand cells over a 4-sq cm 
area regularly led to colonization 
without degerming the skin or utiliz- 
ing antibiotics to restrain the growth 
of resident bacteria. These findings 
are in conflict with earlier work! 
where a dose of 600,000 was needed to 
produce reactions in 50% of trials. 
Perhaps occlusion was more constant- 
ly complete in the current work. The 
resident bacteria, mainly cocci, also 
expanded under occlusion but propor- 
tionately less so when the quantity of 
yeasts was high. There is, therefore, a 
strong presumption of reciprocal 
(competitive) inhibition. We found it 
difficult to secure colonization of the 
lesions of psoriasis and atopic derma- 
titis, unless the bacterial population 
was first reduced by alcohol degerm- 
ing. 

We found it unnecessary to occlude 
for more than 24 hours, at which time 
the skin was usually normal. The 
characteristic pustular eruption 
comes forth in the next 24 hours as a 
consequence of toxins that are pro- 
duced during the first day. Angry, 
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erosive lesions resulted when the oc- 
clusion was maintained for several 
days. The re-establishment of dryness 


by simple removal of the dressing . 


immediately led to regression of the 
dermatitis. The organisms died rapid- 
ly and healing was rapid. 

The 24-hour occlusion model en- 
tails limited discomfort for the sub- 
jects and is sufficient for most purpos- 
es. This system is valuable in assay- 
ing topical anti-Candida fungistatics 
and for studying various agencieg 
that promote or curtail infection. 

It became obvious that blacks were 


less likely to exhibit a pustular reac- . 


tion, even though the growth of 
yeasts was about twice as great as on 
white skin. The likely explanation is 
that black skin is less reactive to 
Candida toxins. Black skin is also 
more tolerant to chemical irritation. 
It is interesting in this regard that 
ringworm infections are considerably 
less severe in black combat troops in 
Vietnam. Like C albicans, dermato- 
phytes do not invade living skin. 
Diffusible products mediate the in- 
flammatory response. 

Much has been made of the phe- 
nomenon of dimorphism in C albicans 
infections. The belief is that the or- 
ganism leads a saprophytic existence 
in its yeast phase but transforms to a 
filamentous form when it acquires 
pathogenic status. There can be little 
doubt that this occurs on mucous 
membranes. Many healthy persons 
carry yeast-phase C albicans in their 
mouths, but, with the onset of 
"thrust," filamentous forms become 
abundànt in the whitish, adherent 
membrane. This sequence has been 
well worked out in infants.*® The 
question is whether filamentous 
transformation is a prerequisite for 
virulence or is a secondary change 
once the tissues have been altered by 
invasion. It has not been established 
that conversion to the filamentous 
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form is always characteristic of or is 
an obligatory requirement in monili- 
al intertrigo of the skin, though of 
course filamentous forms can some- 
times be seen. We have shown that a 
Severe eruption can be elicited in 
their absence. 

Our work attempts to clarify the 
much disputed question of whether 
the isolation of C albicans from the 
skin is equivalent to a diagnosis of 


moniliasis. This is easily. settled 


when the clinical expression is typi- 
cal for moniliasis, especially when 
satellite pustules awaken diagnostic 
suspicion. Can moniliasis appear in 
previously inflamed skin, that is, can 


-C albicans be a secondary invader? 


Our findings would require one to 
concede the possibility, but this 
would surely be unusual. We have 
shown that C albicans can colonize 
dermatitic terrain of different sorts. 
However, to achieve this in psoriasis 
'and atopic dermatitis first required 
elimination of competing aerobes 
Gneluding S aureus) that already 
flourish in diseased skin. A topically 
applied antibiotic that eliminated 
resident organisms would doubtlessly 


‘predispose the site to Candida infec- 


tion. 

Candida albicans grew readily on 
sunburned skin, on stripped skin, and 
on dermatitic skin when strict occlu- 
sion was provided. It thus appears 
that C albicans has the potentiality of 
colonizing inflamed skin of all types, 
but that ordinarily the site would be 
too dry and the number of organisms 
toc small to result in a secondary in- 


‘fection. Our view, then, is that recov- 
; ery of this yeast from an unclassified 
; dermatitis signifies true moniliasis 


and probably one in which C albicans 
is the initiator or at least the perpet- 
uator. This does not deny the possi- 
bility that other organisms may be 
collaborators in sustaining the dis- 
ease. We have evidence that gram- 
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negative values play just such a role 


^in erosio interdigitale blastomyce- 


tica? and in diaper rash. "E 
Part of the defense against C albi- 
cans infections in healthy individuals 


_ has been thought to reside in circulat- 


ing anti- Candida factors. Most of the 
evidence for these factors has come 
from in vitro tests of survival of C al- 
bicans in serum. The existence of 
these inhibitory factors has been 
doubted because of technical prob- 
lems in enumerating the C albicans 
cells. One example is the clumping 
factor described by Louria et al? that 
was initially thought to be lethal 
since viable counts decrease but is 
now recognized to agglutinate the 
cells without killing them. Candida 
albicans develops germ tubes when 
placed in serum and this can be én- 
hanced by saturating the transferrin 
with iron. The. importance of this 
finding in clinical infections is un- 
known. Our studies on stripped skin 
give no indication of inhibitory effect 
of a serous exudate on growth of C 
albicans. : 

Finally, limited observations sug- 
gest that repeated experimental in- 
fections in initially low responders 


. may increase the severity ofthe erup- 


tion. We deem this to be a nonspecific 
heightening of reactivity. À similar 
phenomenon occurs with repeated 
croton oil patch testing, which is also 
a pustular reaction (K. Kaidbey, MD, 
and A. M. Kligman, MD, PhD, un- 
published data). Dermatologists are 
aware that widespread eruptions may 
be associated with irritable skin. We 
have no evidence that hypersensitiv- 
ity plays a role in the clinical expres- 
sion of moniliasis. 
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The Most Common 
Contact Allergens 


1968-1970 


Rudolf L. Baer, MD; David L. Ramsey, MD; 


Ella Biondi, New York 


The 24 contact allergens are presented 
which produced positive patch test reac- 
tions in 3% or more of the patient popula- 
tion of the New York University Skin and 
Cancer Unit during the years 1968 to 1970. 
The ten most common among these were 
mercury bichloride, . mercaptobenz- 
othiazole, paraphenylenediamine, potas- 
sium dichromate, ethylenediamine, nickel 
sulfate, turpentine oil, formaldehyde solu- 
tion, poison ivy, and bismarck brown. Some 
of the sources of exposure to these aller- 
gens and some of the known cross-sensi- 
tizing compounds are listed. The clinical 
significance of strong vs weak patch test 
reactions is discussed. 


hanges that occur from time to 
time in the population's index of 
sensitivity to different contact aller- 
gens are of interest for a number of 
reasons. Awareness of the importance 
of different allergens encountered in 
industry and other occupations, in 
topical medicaments, household 
agents, cosmetics, etc, is helpful to 
the physician in his search for causal 
agents in cases of allergic contact 
dermatitis. It permits him to focus his 
suspicions in the direction of the cur- 
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rently most likely substances. Fur- 
thermore, the prevalence of contact 
allergies to various substances has 
potential significance from the envi- 
ronmental and pollution control 
viewpoints. 

In view of the clinical importance of 
allergic contact dermatitis, the scarc- 
ity of surveys of contact allergies in 
the United States is surprising. Such 
surveys in a given patient population 
allow one to monitor changes in the 
clinical importance of various contact 
allergens as well as the appearance of 
new or not previously recognized con- 
tact allergens. The first major survey 
in the United States was reported in 
1937 by Rostenberg and Sulzberger.' 
They published a list of 67 contact 
allergens and the number of positive 
reactions to them. Subsequent ` sur- 
veys hava been made by our group in 
1964? and by Epstein et al in 1968.7 In 
Europe there has been more interest 
in such surveys, resulting in reports 
from groups of investigators such as 
the Scandinavian Committee for 
Standardization of Routine Patch 
Testing’ and the European Research 
Group? as well as from individual 
investigators.®7 

The selection of patients for patch 
testing and the technique of patch 
testing have not been fundamentally 
changed in our department since 
1937. This provides a reasonable ba- 
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sis for comparisons of the incidence of 
allergies to various contact allergens 
at different times. We have recently 
reviewed the results of patch tests in 
the Allergy Section of the Skin and 
Cancer Unit for the years 1968 to 
1970. The present report deals with 
those contact allergens that were 
tested in at least 200 patients and 
that elicited positive reactions in 
more than 3%. At the same time, we 
shall review the varied sources from 
which exposure to these allergens 
may be encountered, as well as cross- 
sensitizations which may occur to 
structurally related compounds. 

Selection of Test Subjects.— As 
in previous studies from this depart- 
ment and in almost all studies of this 
type the tests were carried out in a 
selected group of patients. Almost all 
of the test subjects were suffering 
from skin diseases, mostly eczema- 
tous eruptions. The majority had, or 
were suspected of having, allergic 
eczematous contact dermatitis. Thus, 
the results reported here reflect the 
index of sensitivity in a selected 
group rather than in the general pop- 
ulation. 

Selection of Test Substances.— 
As in previous studies reported from 
this department, most of the tests 
were carried out with standard trays 
of contact allergens. It should be not- 
ed that six allergens were contained 
in two of the test trays and thus were 


- applied to two somewhat different 


patient groups. The following are 
those trays of contact allergens which 
are included in this report. The diag- 
nostic screening tray, series 1, con- 
sisted of paraphenylenediamine, 296 
in petrolatum; turpentine, 10% in oil; 
mercury bichloride, 0.05% aqueous 
solution; pyrethrum flowers; nickel 
sulfate, 5% aqueous solution; 2% 
aqueous formaldehyde solution; neo- 
mycin, 20% aqueous solution; potas- 
sium dichromate, 0.5% aqueous so- 
lution; ethyl-m-aminobenzoate, 5% in 
petrolatum; mercaptobenzothiazole, 
1% in petrolatum; monobenzone, 
2.5% in petrolatum; oil of laurel, 1% 
in alcohol; and linseed oil. The diag- 
nostic screening tray, series 2, con- 
sisted of lanolin; resorcin, 5% in 
aqueous solution; liquor carbonis de- 
tergens, 5% in petrolatum; kexachlo- 
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rophene, 1% in petrolatum; short 
. ragweed oleoresin; acrylic monomer, 
: 25% in oil; polyethylene glycol 1540; 
Peruvian balsam, 25% in petrolatum; 
epoxy resin, 1% in petrolatum; epoxy 
hardener, 1% in petrolatum,; p-hy- 
droxybenzoic acid; 5% in petrolatum; 
poison ivy oleoresin; and procaine, 1% 
in aqueous solution. The shoe and 
rubber tray consisted of monoben- 
zone, 2.5% in petrolatum; thiram, 
1% in petrolatum; mercaptobenz- 
othiazole, 1% in petrolatum; 2- 
naphthalenethiol, 1% in petrolatum; 
diphenylguanidine, 0.5% in petrola- 
tum; 2-naphthyl benzoate, 1% in pe- 
trolatum; p-tert butylphencl, 1% in 
petrolatum; potassium dichromate, 
0.5% aqueous sclution; 2% aqueous 
formaldehyde solution; nickel sulfate, 
5% aqueous solution; 
brown; chrysoidine brown; and para- 
phenylenediamine, 2% in petrolatum. 
The therapeutic tray consisted of: 
ammoniated mercury, 10% in petro- 
latum; crude coal tar, 5% in petrola- 
tum; sulphur, 5% in petrolatum; un- 
decylenic acid ointment (Desenex); 
iodochlorhydroxyquin (Vioform), 3% 
in petrolatum; neomycin sulfate, 20% 
aqueous solution; lanolin; p-amino- 
benzoic acid, 5% in petrolatum; resor- 
cin, 5% in petrolatum; benzcic acid, 
5% in petrolatum; benzocaine, 10% in 
petrolatum; benzyl benzoate, 5% in 
petrolatum; tolnaftate solution; nitro- 
furazone ointment (Furacin); benzoyl 
peroxide, 1.25% aqueous solution; 
chlorhydroxyquinoline, 0.025% aque- 
ous solution; sulfanilamide, 5% in 
petrolatum; salicylic acid, 5% in 
petrolatum; Peruvian balsam, 25% in 
petrolatum; and tetracycline, 3% in 
petrolatum. 


Results 


The results are presented as the 
percentage of subjects who reacted to 
each test substance. Table 1 lists 
those contact allergens which elicited 
positive reactions in more than 3% of 
200 or more patients tested. It will be 
seen that in some instances where a 
contact allergen was tested in differ- 
ently selected groups of patients dif- 
ferent results were observed. For 
example, mercaptobenzothiazole pro- 
duced a significantly higher per- 
centage of positive reactions in a 


bismarck: 


group of patients who were suspected 
of having contact dermatitis due to 
shoes or rubber and who therefore 
were tested with the "shoe and rubber 
tray," than in another group of pa- 
tients whose clinical findings and his- 
tory had provided less specific clues 
and who were tested with the "diag- 
nostic tray." 

Table 2 shows the distribution of 
the intensities of the reactions elicit- 
ed with the contact allergens listed in 
Table 1. 

The following is a list of some of the 
known sources of exposure to the con- 
tact allergens in this series, as well as 
some of the cross-sensitizations that 
have been reported with these com- 
pounds. The information presented is 
derived mainly from the publications 
of Fisher’ Bandmann and Dohn, 
Schwartz et al,!° and Adams.!! 

Mercury.—Industrial processes in- 

volving chemical, electric, scientific 
instruments, photographic, fur, and 
felt manufacturing; medical, dental, 
pharmacologic, and cosmetic prod- 
ucts; weed killers, fungicides, germi- 
cides (eg, in wall paints and tooth- 
brushes), preservatives, embalming 
fluids, diaper rinses, contraceptive 
jellies, suppositories, eyewashes, tat- 
toos, and skin lighteners. 
Cross REACTIONS. — Organic mercuri- 
als, eg, topical:  merbromin, thi- 
merosal, nitromersol, mercocresols 
(Mercresin). Systemic: meralluride 
sodium (Mercuhydrin), mercaptomer- 
in sodium. 

Mercaptobenzothiazole. — Rubber ac- 
celerator. Exposure in the manufac- 
ture and use of rubber products, eg, 
shoes, gloves, sponges, girdles, bras- 
sieres, gas masks, dress shields, con- 
doms, adhesives, dental plates, and 
cutting oils. 

Paraphenylenediamine.—Hair dyes, 
fur dyes, leather processing, rubber 
vulcanization, printer's ink, photo- 
graphic work, x-ray film fluids, and 
lithography. 

Cross REACTIONS.— Ázo and aniline 
dyes, isopropyl-p-phenylenediamine 
(in rubber tires), local anesthetics 
(procaine and  benzocaine), sun- 
screens based on p-aminobenzoic 
acid, sulfonamides, p-aminosalicylic 
acid, hydroquinone, p-hydroxybenzoic 
acid esters, benzidine, and phenylhy- 
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drazine. 

Potassium | Dichromate. — Leather 
products, bleaches, detergents, fur 
processing, photography, photoen- 
graving, lithography, electroplating, 
tanning agents, paints, ink manufac- 
ture, stainless steel, polishing steel, 
chrome plating, matches, welding, 
cement, rubber, chrome alloys, anti- 
rust compounds, and preservatives. 
Cross REACTIONS. —Trivalent chro- 
mium compounds. 

Ethylenediamine. — Topical medica- 
ments, dyes; used as a solvent stabi- 
lizer, neutralizer in rubber products, 
fungicides, waxes, resins, insecti- 
cides, and asphalt wetting agents. 
Cross REACTIONS. — Aminophylline, 
promethazine hydrochloride, antazo- 
line hydrochloride, tripelennamine, 
and edetic acid. 

Nickel Salts. —Insecticides, fungi- 
cides, nickel plating, and multiple 
nickel-containing products, eg, hair- 
pins, eyelash curlers, garter clasps, 
medallions, coins, instruments, scis- 
sors, zippers, costume jewelry, and 
faucets. 

Turpentine. — Paint thinners; shoe, 
stove, floor and furniture polishes, 
varnishes, solvents for waxes, syn- 
thetic resins, adhesives, insecticides, 
medicinal liniments, ointments, and 
sealing wax. 

Cross REACTIONS. — Chrysanthemum, 
ragweed, pyrethrum, and colophony; 
balsams: pine, peru, and spruce. 

Formaldehyde Solution. — Antiper- 
spirants, nail polishes and hardeners, 
resins, soaps, toothpaste, permanent- 
wave lotions, fungicides, insecticides, 
embalming fluid, denatured alcohol, 
textile finishes, synthetic gums and 
adhesives, paper, and photography. 
Cross REACTIONS. — Phenolformalde- 
hyde resins, melamine-formaldehyde 
resin, and methenamine. 

Poison lvy Oleoresin.—Same as 

that of poison sumac and oak. 
Cross REACTIONS. — Japanese lacquer 
tree, cashew nut, mango fruit, ginko 
tree, and the marking nut tree of In- 
dia. 

Bismarck Brown (Triaminoazoben- 
zene Hydrochloride). — Dyeing of silk, 
wool, leather, and foodstuff. 
Cross REACTIONS. — p-amino 
pounds, and azo compounds. 

Thiram.—Insecticides, fungicides, 


com- 
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Table 1. — Percent of Patients Reacting tc Contact Allergens 


Allergens 





Mercury bichloride, 0.05% aqueous solution 


Mercaptobenzothiazole, 1% in petrolatum 
Shoe and rubber tray 
Diagnostic tray 


No. of Patients 
Tested 


540 


% Reacting 








229 
540 








Paraphenylenediamine, 2% in petrolatum 
Diagnostic tray 
Shoe and rubber tray 


540 
229 





Potassium dichromate, 0.5% aqueous solution 


Shoe and rubber tray 
Diagnostic tray 


Ethylenediamine 1% in petrolatum 


229 
540 





Nickel sulfate, 5% aqueous solution 
Diagnostic tray 
Shoe and rubber tray 


Turpentine, 10% in olive oil 





2% aqueous formaldehyde solution 
Shoe and rubber tray 


Diagnostic tray 


Bismarck brown 
Thiram, 1% in petrolatum 





Diphenylguanidine, 0.5% in petrolatum 
Peruvian balsam, 25% in petrolatum 
Resorcin, 5% aqueous solution 


Monobenzone, 2.5% in petrolatum 
Shoe and rubber tray 
Diagnostic tray 





Epoxy resin, 1% in petrolatum 
Ethylaminobenzoate, 5% in petrolatum 











Neomycin sulfate, 20% aqueous solution 
Chrysoidine brown 








Epoxy hardener, 1% in petrolatum 





Acrylic monomer, 25% in olive oil 





2-naphthyl benzoate, 1% in petrolatum 








Hexachlorophene, 1% in petrolatum 





Pyrethrum - 


and germicides. Also, rubber manu- 
facturing and products, eg, gloves, 
girdles, dress shields, and antimicro- 
bial soaps. 

Cross Reactions. — Tetramethylthiu- 
ram monosulfide and disulfiram. 

Diphenylguanidine.— Rubber ac- 
celerator, exposure in rubber manu- 
facturing, and products. 

Peruvian Balsam. — Cosmetics, hair 

sprays, perfumes, topical medica- 
tions, cements, liquids used in den- 
tistry, flavoring industry, china, and 
oil painting. : 
Cross REAcTIONS.—Benzoin, tolu 
balsam, resin, vanilla, benzoic acid, 
benzyl alcohol, cinnamic acid, and 
essential oils of orange peel, eugenol, 
clove, and cinnamon. 

Resorcin. — Acne preparations, hair 
tonics, suppositories, eyedrops, explo- 
sives, tanning processes, manufac- 
ture of resins, dyes, cosmetics, and 





. printing. 


Cross REACTIONS. — Resorcin monoac- 
etate, phenol, hexylresorcinol, orci- 
nol, hydroquinone, pyrocatechol, pyr- 
ogallol, and hydroxyquinone. 

Monobenzone. — A rubber stabiliz- 
er and antioxidant. Exposure occurs 
in rubber manufacturing and prod- 
ucts; depigmenting agents. 

Cross REACTIONS. — Hydroquinone, 
hydroxybenzoic acid esters, and di- 
ethylstilbestrol. 

Epoxy Resins.—Industrial: manu- 
facture of electrical equipment, leath- 
er tanning, metal lacs, paints, and 
adhesives. Household: adhesives, 
glues, acrylic artifical nails, nail lac- 
quer, and polyvinyl chloride films. 

Ethylaminobenzoate.—Many topi- 
cal anesthetic compounds. 

Cross REACTIONS. —Procaine, bute- 
thamine, tetracaine, butacaine, mepi- 
vacane, orthocaine (Orthoform), par- 
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Table 2.—Degree of Reaction to Contact Allergens 


No. of Patients Reacting 










































































































































aphenylenediamine, p-aminobenzoic 
acid, p-aminosalicylic acid, sulfona- 
mides, etc. 

Neomycin Sulfate.—Topical medi- 
cations, cosmetics, soaps, and deodor- 
ants. 

Cross REACTIONS. — Streptomycin, 
kanamycin, gentamicin, neomycin B 
and paromomycin. 

Chrysoidine brown (p-Diaminoazo- 
benzene). — Leather dyes. 

Cross REACTIONS. — Azo compounds; 
see also paraphenylenediamine. 

Epoxy Hardeners.—See epoxy res- 
ins. 

Acrylic Monomers. — Synthetic res- 
ins, dentures, artificial nails, and 
arch supports. 

2-Naphthyl Benzoate. — Rubber an- 
tioxidant; exposure in rubber manu- 
facturing, and products. 


Hexachlorophene.— Soaps, deter- 
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Allergens 1+ 2+ 3+ 4+ 

Mercury bichloride, 0.05% aqueous solution 65 32 23 0 
Mercaptobenzothiazole, 196 in petrolatum 

Shoe and rubber tray 10 11 18 4 

Diagnostic tray 8 20 13 1 
Paraphenylenediamine, 2% in petrolatum 

Diagnostic tray 12 24 26 11 

Shoe and rubber tray 1 3 12 0 
Potassium dichromate, 0.5% aqueous solution 

Shoe and rubber tray 8 10 10 3 

Diagnostic tray 15 18 18 2 
Ethylenediamine, 1% in petrolatum 1 4 12 4 
Nickel sulfate, 5% aqueous solution 

Diagnostic tray 16 13 31 11 

Shoe and rubber tray 3 7 6 3 
Turpentine, 10% in olive oil 29 21 16 0 
2% aqueous formaldehyde solution 

Shoe and rubber tray 16 5 5 1 

Diagnostic tray 28 12 6 1 
Poison ivy oleoresin in acetone 9 6 19 4 
Bismarck brown 19 4 1 0 
Thiram, 1% in petrolatum 5 2 8 3 
Diphenylguanidine, 0.5% in petrolatum 12 5 1 0 
Peruvian balsam, 25% in petrolatum 13 12 2 0 
Resorcin, 5% aqueous solution 15 8 3 1 
Monobenzone, 2.5% in petrolatum 

Shoe and rubber tray 10 5 1 0 

Diagnostic tray 8 5 i 0 
Epoxy resin, 1% in petrolatum 5 8 6 0 
Ethylaminobenzoate, 5% in petrolatum 9 10 8 1 
Neomycin sulfate 20% aqueous solution 6 10 8 4 
Chrysoidine brown 2 5 4 0 
Epoxy hardener, 1% in petrolatum 6 5 4 0 
Acrylic monomer, 25% in olive oil 9 2 3 1 
2-napthyl benzoate, 196 in petrolatum 2 2 4 0 
Hexachlorophene, 196 in petrolatum 4 5 2 0 
Pyrethrum 7 7 2 1 








gents, and various cosmetic prepara- 
tions. 
Cross Reactions.—Bithionol, and 
halogenated salicylanilides. 
Pyrethrum.—Fly, mosquito, ant, 
and cockroach sprays and powders. 
Cross REAcTIONS. —Turpentine, rag- 
weed, and chrysanthemum oleores- 
ins. 


Comment 


Many of the substances listed in 
Table 1 have been known to be potent 
contact allergens for many years. The 
highest percentage of reactions in 
1968 to 1970, namely 22.2%, was elic- 
ited with mercury bichloride. This is 
the identical incidence of reactions 
reported by us in 1961.* We consider 
it unlikely that a significant propor- 
tion of these reactions were due to 


primary irritancy of the test material 
since the tests were carried out with 
0.05% mercury bichloride solution, 
rather than with the 0.1% solution 
which was used by us in 1961 and 
which is the standard test concentra- 
tion used by investigators throughout 
the world. 

It is noteworthy that many of the 
reactions to mercury bichloride were 
of low intensity: 65 (54%) of the pa- 
tients had 1+ reactions, 32 (27%) had 
2+ reactions, 23 (19%) had 3+ reac- 
tions, and none had 4+ reactions. 
Thus, four of five who reacted to mer- 
cury had weak (1+ or 2+) reactions 
and probably were not “clinically” 
sensitive. This is in consonance with 
the fact that only a small percentage 
of these patients had a history of con- 
tact dermatitis due to mercury-con- 
taining compounds. It appears likely 
to us that the high incidence of reac- 
tions to mercury is a reflection of the 
pollution of our environment with 
this element,'? leading to low degrees 
of sensitization in many individuals. 

The increasing importance as con- 
tact allergens of chemicals used in 
the manufacture of rubber is shown 
by the fact that four of the 24 most 
common contact allergens (mercapto- 
benzothiazole,  thiram, diphenyl- 
guanidine, and monobenzone) belong 
to this group. 

The incidence of reactions to para- 
phenylenediamine has remained 
about the same as in 1961. However, 
these reactions are approximately 
twice as common in our patients than 
in Western Europe.? It could be that 
more women dye their hair in the 
United States. Another possibility is 
that the much higher incidence of 
reactions to paraphenylenediamine 
in our patient population than in 
Western Europe's population could be 
due to greater exposure to cross-sen- 
sitizing compounds. The frequency of 
positive patch test reactions to the 
azo dyes bismarck brown and chryso- 
idine brown, perhaps, can also be ex- 
plained on the basis of cross-sensiti- 
zation. 

Ethylenediamine is a newcomer 
among the most common contact al- 
lergens. In the short span of 14 years, 
since it was first reported to be a con- 
tact allergen in pharmacists,'?'* eth- 
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ylenediamine has taken on major 
clinical importance. Its close struc- 
tural relationship to other widely 
used compounds and its many varied 
uses probably account for the meteor- 
ic rise of this chemical as a contact 
allergen. 

This incidence of reactions to nickel 
(12.3% in 1937, 11.2% in 1961, and 
13.1% in 1968 to 1970) and to chro- 
mates (8.5% in 1937, 9.2% in 1961, 
and 9.8% [13.5% in the “shoe and 
rubber tray"] in 1968 to 1970) has 
remained remarkably constant over a 
35-year period. 

The decrease in the incidence of 
reactions to formaldehyde solution 
from 22.1% in 1961 to 8.7% in 1968 to 
1970 almost certainly is not due to a 
change in the incidence of contact 
sensitivity in our patient population. 
Rather, it can be explained by a 
change from the 5% test concentra- 
tion, which has primary irritant prop- 
erties and which was used in our lab- 
oratory in 1937 and 1961, to the 2% 
solution used in 1968 to 1970. 

Topically applied 
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therapeutic ` 


agents such as resorcin, p-ethylami- 
nobenzoate, and neomycin sulfate, in 
addition to mercurials, are another 
group of contact allergens which are 
of great interest to the dermatologist. 

Peruvian balsam, although widely 
used as a topical therapeutic agent in 
Europe, is prescribed infrequently in 
the United States. However, Table 2 
shows that exposure to Peruvian bal- 
sam occurs in the United States from 
a great many other sources, among 


them cosmetics, perfumes, and over- 


the-counter medications. Further- 
more, as was shown by Hjorth,? pa- 
tients who are contact allergic to 
Peruvian balsam may show cross- 
sensitization to many other common- 
ly encountered compounds. 

Table 2 shows the intensities of the 
reactions to the different contact al- 
lergens. It will be seen that with some 
of the contact allergens, eg, turpen- 
tine oil, formaldehyde solution, di- 
phenylguanidine, and Peruvian bal- 
sam, the weaker (1+ and 2+) reac- 
tions predominate. What is the signif- 
icance of these reactions? As was 
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pointed out for the weak patch test 
reactions to mercury, we consider it 
probable that most of these weak re- 
actions are evidence of allergic sensi- 
tization, but that the sensitivity in 
these patients is below the level 
which is required for the occurrence 
of clinical disease. The existence of 
low levels of allergic contact sensitiv- 
ity which, even after adequate expo- 
sure to the allergen, are not accompa- 
nied by clinical reactivity is well 
known!’ and has been stressed with 
respect to paraphenylenediamine,’ 
formaldehyde solution, and poison 
ivy.}3+19 
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Thiram — Rezilfilm. 

Meralluride sodium — Mercuhydrin. 


eczematous sensitivity to aminophylline. Arch 
Dermatol 79:647-648, 1959. 

15. Schorr WF: Cosmetic allergy: A compre- 
hensive study of the many groups of chemical 
antimicrobial agents. Arch Dermatol 104:459- 
466, 1971. 

16. Hjorth N: Eczematous Allergy to Balsams. 
Copenhagen, Munksgaard, 1961. 

17. Sulzberger MB: Dermatologic Allergy. 
Springfield, Charles C Thomas Publisher, 1940. 

18. Shelmire BS: The contact dermatitis from 
weeds: Patch testing with their oleoresins. 
JAMA 113:1085-1090, 1939. 

19. Kligman AM: Poison ivy (rhus) dermati- 
tis: An experimental study. Arch Dermatol 77: 
149-180, 1958. 


Contact Allergens/Baer et al 


EN 


Treatment of Plantar Warts 
by Blunt Dissection 


Warren M. Pringle, MD, Donald C. Helms, DPM, Hanover, NH 


A method is described for the treatment 
of plantar warts with a blunt instrument 
which allows complete and easy removal of 
warty tissue with minimal trauma and 
bleeding. 


The cure rate with one treatment was. 


85%, after follow-up periods averaging ten 
months (minimum of six months). This is 
compared with other therapeutic modali- 
ties. Other advantages of this method are 
easy control of bleeding, short duration of 
pain (average of three days), and absence 
of tender scar formation. 


estructive procedures such as 
desiccation and curettage or 
excision for plantar warts have dis- 
tinct disadvantages, such as slow 
healing and the chance of painful scar 
formation. The potential advantages 
of a one treatment procedure with a 
high cure rate make a safe, rapid, and 
effective surgical method desirable, 
particularly for warts unresponsive 
to other treatment. The technique of 
blunt dissection, first described by 
Whitney in 1963,! amply meets these 
criteria, but is not described in either 
the dermatology literature or current 
dermatology texts. 

In this paper, a method of removal 
by blunt dissection is described; and, 
a six-month follow-up study of 58 pa- 
tients with single or multiple plantar 
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warts removed by this method is pre- 
sented. Forty-six of these patients had 
failed to respond to other treatments. 
Our results are compared with pub- 
lished studies regarding other cur- 
rent surgical and nonsurgical treat- 
ments (Table 1). All of the papers 
with which we compare our results 
included follow-up statistics rather 
than estimated cure rates, but not all 
follow-up periods were as long as six 
months. i 

Plantar warts usually occur over 
pressure areas and are often painful. 
They have been associated wizh hy- 
perhidrosis and minor foot deformi- 
ties.? Durations have been described 
from one month to 28 years with av- 
erage spontaneous resolution times of 
approximately two years (1.7) for sin- 
gle warts and 3 years (2.7) for multi- 
ple lesions? Another study reported 
Spontaneous resolution of two-thirds 
of all plantar warts in two years.‘ 
Nonsurgical approaches (Table 1) 


- require one to four months of weekly 


treatments to achieve acceptable re- 
sults. It is often undesirable to wait 
this length of time for resolution of 
these painful and annoying lesions. 
One study found that larger (4 to 6 
mm) plantar warts responded better 
to both keratolytics and surgery than 
smaller (under 4 mm) ones. Rulison 
found that the average recurrence 
time after treatment was three to six 
months.? 


Materials and Methods 
Description of Technique.—Superfi- 


cial callus and warty tissue is pared until 
the sharp demarcation between wart and 
surrounding skin is seen. Anesthesia (196 
lidocaine [Xylocaine] with epinephrine) is 
administered by Dermo-Jet followed by 
infiltration with a 25-gauge needle be- 
neath the lesion and then superficially on 
either side of the lesion. With a blunt 
dissector, that was made in our shop from 
a scalpel handle but is also available 
commercially (Fig 1), the wart is encircled 
using firm pressure and a peeling motion 
(Fig 2). This rapidly and precisely sepa- 
rates the lesion from the peripheral tis- 
sue. Once the wart edges have been dis- 
sected free, a light scooping motion under 
the base will separate it easily from its 
loose connection with the dermis, leaving 
the dermis practically intact (Fig 3). The 
callused margins of the wound are 
trimmed with blunt tipped curved scissors 
(Fig 4) and covered with a pressure dress- 
ing which is replaced with a bandage in 
two days. 

Case Material and Follow-up 
Studies. — Sixty patients had one or more 
single plantar warts removed by this tech- 
nique between November 1970 and Octo- 
ber 1971. Fifty-eight of these patients 
were successfully contacted for a six- 
month follow-up examination, and it was 
possible to directly reexamine 36. Infor- 
mation was recorded regarding duration 
and location of the wart, presence of other 
warts, hyperhidrosis, duration of postoper- 
ative pain, scarring, and recurrence. The 
size of all warts that were removed was 
recorded. Any wart not cured after one 
treatment was considered a failure. 


Results 


Our findings are summarized in 
Table 2. The cure rate by this tech- 
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Fig 1.—Blunt dissector and scissors. 


Fig 2.—Encircling of wart with blunt dissector. 





= 


Fig 3. — Separation of wart from dermis. 


nique was 8546 after an average fol- 
low-up time of ten months. The mini- 
mum follow-up time was six months. 
There was no significant difference in 
cure rates between patients inter- 
viewed in person (86%) and those con- 
tacted by telephone (8396). Scarring 
was noted in only 2 personally inter- 
viewed patients and, in these, it was 
asymptomatic, almost imperceptible 
and nontender on deep palpation. 
Patients interviewed by phone re- 
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ported no scarring. Patients could 
walk without pain after an average of 
three days (median of two days). 
Warts that recurred had been pres- 
ent longer (55 months as compared to 
the over-all presurgical duration of 
20 months) The ball of the foot, 
where 65% of the treated warts were 
located, was the site of almost all (10 
of 11) of the recurrences. Untreated 
satellite plantar warts resolved com- 
pletely during the first month postop- 


SA 








Fig 4. — Trimmed wounds ready for dressing. 


eratively in ten of 11 patients. 
Comment 


Our cure rate was significantly 
higher than the 70% and 71% cure 
rates reported by Vickers? or 
Horovitz? with desiccation and curet- 
tage (level of significance < .05). It 
should also be noted that only small 
single warts were treated in Horo- 
vitz's study; and only children were 
treated in Vickers study (Table 2). 
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Method 


Treatment 


Tim 


e Cure Rate 





Curettage & desiccation 
(pressure dressing) 


Once 


Complications 


| Table 1. — Treatments for Plantar Warts 


Author 





71% (single warts under 7 


mm diameter)5 


70% (limited to children 


under 17)5 


(1) Siow healing (if 
desiccated)® 

(2) “Scarring 
inevitable”? 

(3) Painful scars* 


Horovitz & Markers 
Vickers’ 


Prazak & Thomas? 
Thompson? 





Electric cutting 
(current & wire loop) 


64% 1° 





(1) Persistent pain 
(up to 30 days) 

(2) 3% get painful 
scar 


Wright'e 








Excision & suture 


(1) Recurrence is the 
rules 

(2) Scarring is 
common? 


Prazak & Thomas? 
Thompson? 





CO, snow (weekly) 


3 weeks 


None given 


Wright’? 





Liquid nitrogen 





3 weeks 


(1) Considerable 
pain & high 
recurrence® 

(2) Almost all have 
scarring’? 

(3) Pain & possibility 
of digital 
neuropathy" 


Vickers® 
Wright"? 


Nix" 





Radiation, total: 
{1,200-1,500 R, 95 KV, 
HVL-Imm AL} 


73%! 

Considerably 
lower than 
with electro- 
surgery’? 


Radiation necrosis: 
Author discourages 
radiation for any 
benign condition 
of palms or soles? 


Wright’ 
Mcíndoe'? 





Ultrasound (weekly) 


12, 6 weeks 


34.6%"? 


None given 


Kents 





Salicyclic acid (40% plaster) 
& trichloracetic acid (20% 
weekly) 


4-5 weeks 


65% 


None given 


Wright'e 





Podophyllin resin (2596 with 
elastoplast occlusion 
weekly) 


2mo 


6096* 

64% (combined with 
salicylic acid 
plasters)'e 


None given 


Duthie 
Wright!e 





Formaldehyde (396 daily soaks) 


2mo 


62% 


None given 


Anderson & 
Shirreffs'5 





Linseed oil (2096 in lanolin 
dressing changed weekly) 


16 wee 


ks 6596€ 


None given 


Carslaw et al'* 





Cantharidin (7% covered 
with bandage weekly) 


Not 
given 


74987 


(1) May be extremely 
tender for 2-6 
days after each 
application 

(2) Rapid growth after 
first application 
in a few patients 


Epstein & Kligman'? 





Psychotherapy 
(unilateral cures) 


5096€ 
1696!s 


Success depends on 
depth of hypno- 
sis!9:19 


Sinclair-Gieben & 
Chalmers! 
Ullman & Dudek’? 





Placebo 


The rapid healing with minimal pain 
that we observed is probably related 
to the fact that the dermis is left al- 
most intact. All of the warts that we 
removed were examined histological- 
ly, and we uniformly found that the 
specimen consisted of warty epider- 
mis with only small fragments of 
papillary dermis. 

In addition to assessing the efficacy 
of blunt dissection, we were interest- 
ed in factors associated with recur- 
rence (Table 2). However, valid tests 
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27% (mock x-ray to small 
single plantar warts)* 

5% (normal saline every 
2 weeks)!? 





for statistical significance were not 
possible because of the small sample 


- size of recurrences, and the following 


associations must be viewed with this 
reservation. Our findings suggest 
that people who have had a plantar 
wart for longer periods of time are 
more apt to have recurrences; but, 
preoperative durations ranged from 
one month to 20 years. There is also 
an indication that people who have 
had other warts during the past year 
are more apt to have recurrences. It 


Horovitz & Markers 
Wright!^ 


would seem from this study that 
warts on the ball of the foot are more 
apt to recur than those in other areas. 

There were no positive associations 
between recurrences and wart size, 
patient's age, preoperative or postop- 
erative pain, or hyperhidrosis. Per- 
haps the most interesting finding was 
the spontaneous postoperative resolu- 
tion of untreated satellite warts in 
ten of the 11 patients who had them. 
This phenomenon is mentioned in 
Rook's textbook? and is difficult to 
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Table 2. — Results of Treatment by Blunt Dissection 


Data 


Comments 











Overall cure rate after 1 treatment 
(6 mo follow-up): 8596 (49/58) 


Significantly higher than cure rates reported by Vickers 
(70926),* Horovitz (7196)5 (Level of significance <.05) 








Postop scarring (in personal interviews): 696 





Spontaneous resolution of all untreated 


satellite warts (within first postop month): 


91% (10/11) 
Associations With Recurrences* 





All minimal & asymptomatic as compared with the frequent 
scarring & slow healing which complicate desiccation & 
curettage (Table 1) 


Unexplained. Possibly due to hematogenous release of 
antigenic material during surgery 


Recurrences 








Average preop duration (mo) 


Range 
(1 mo-10 yr) 








Average duration of postop pain (days) 





Range 
(1 mo-20 yr) 





Comments 


Suggests long-standing warts 
are more apt to recur 





(0-10) 


(1-10) 


No epparent association 





Average age (years) 


(6-59) 


(10-48) 





No epparent association 











Average size (after removal, in cm) 


(0.3-2.5) 


(0.4-1.3) 


No apparent association 








% patients with other warts 
(during 1 year preop) 








96 located on ball 





96 hyperhidrosis 


Suggests recurrences more likely 
in patients with other warts 








Suggests warts on ball of foot 
more likely to recur 








*Small sample sizes of recurrences precludes valid tests for statistical significance. 


explain. One can speculate that the 
wart removal results in a hematoge- 
nous release of antigenic wart ma- 
terial stimulating an immune re- 
sponse. This may be supported by 
Genner's finding that the quantity of 
complement fixing antibody rises 
upon removal of warts.’ Whatever the 
mechanism, if a patient has a large 
plantar wart with several small satel- 
lites, removal of the large one with a 
one-month follow-up seems a reason- 
able approach. 

In summary, we conclude that the 
blunt dissection technique is superior 
to surgical procedures that employ 
sharp instruments. Not only does the 
cure rate appear higher but, presum- 
ably because less normal tissue is 
destroyed, the problems of slow heal- 
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ing and painful scar formation are 
avoided. 
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Texas Pharmacal 
has achieved the ideal 
release vehicle 
for a potent new 
corticosteroid 
as evidenced by 
vasoconstrictive 
activity. 





Introducing 
Flurobate’ 


(betamethasone benzoate) 


Gel 0.025% 


Texas Pharmacal has teamed a potent new 
fluorinated corticosteroid, betamethasone 
benzoate, with a unique clear gel vehicle. 

New Flurobate Gel gives ideal release and 
dispersion of betamethasone benzoate as 
evidenced by vasoconstrictive activity proven 
in tests comparing 12 marketed and two 
experimental corticosteroid formulations. Its 
efficacy was proven in double blind clinical 
trials. 

New Flurobate Gel is anti-inflammatory, 
antipruritic, non-occlusive, paraben free and 
cosmetically acceptable. 

These are the facts. Turn inside to get the 
whole story. New Flurobate Gel. The difference 
is perfectly clear. 


The difference 
is perfectly clear 
in clinical trials. 


In controlled double blind clinical trials, Flurobate 
(betamethasone benzoate) Gel showed 81% good and 
excellent results (placebo 18% good and excellent) when 
applied to specified corticosteroid responsive dermatoses 
of psoriasis, seborrheic dermatitis, lichen simplex 
chronicus, and other eczematous dermatoses including 
contact dermatitis, eczema of hands and feet. 

Conclusions clearly indicate Flurobate Gel is an 
effective topical anti-inflammatory and antipruritic 
when used in the treatment of corticosteroid responsive 
dermatoses. And that Flurobate Gel effectively reduced 
pathognomonic symptoms, including plaque thickness of 
psoriasis, lichenification of lichen simplex chronicus, 
scale of seborrheic dermatitis and vesicles of 
eczematous dermatoses. 


Psoriasis—Total 65% Good and Excellent Results 


Gel Placebo 
Good & Exc. 


Flurobate Gel 


Investigator Number of | Good & Exc Number of 








Patients No. % Patients No. % 

A 5 3 60 5 2 40 

B 5 2 40 5 0 0 

c 10 8 80 10 1 10 

D 10 9 90 10 1 10 

E 10 4 40 10 1 10 
Total 40 | 26 65% 40 5 13% 


The symptoms of those treated with Flurobate Gel improved 55% in an average of 
14 days compared to 13% in 14.5 days for those treated with placebo. 


Seborrheic Dermatitis—Total 95% Good and Excellent Results 


Flurobate Gel 
Number of | Good & Exc. 


Gel Placebo 


Investigator Number of | Good & Exc. 








Patients No. % Patients No % 

A 5 5 100 5 2 40 
B 5 5 100 5 1 20 
[Gi 10 8 80 10 2 20 
D 10 10 100 10 4 40 

E 10 10 100 10 1 16 
Total 40 38 95% 40 | 10 25% 


The symptoms of those treated with Flurobate Gel improved 86% in an average of 
11.6 days compared to 28% in 12.2 days for those treated with placebo. 


Lichen Simplex Chronicus—Total 85% Good and Excellent Results 


Flurobate Gel Gel Placebo 











Investigator Number of | Good & Exc. | Number of | Good & Exc. 
Patients No. % Patients | No. 9t 

A 5 5 100 5 0 0 

B 5 2 40 5 0 0 

[E 10 8 80 10 0 0 

D 10 9 90 10 2 20 

E 10 10 100 10 3 30 
Total 40 | 34 85% 40 5 13% 
The symptoms of those treated with Flurobate Gel improved 69% in an average of 
12.8 days compared to 16% in 14.2 days for patients treated with placebo. 


Eczematous Dermatoses—Total 80% Good and Excellent Results 





Flurobate Gel Gel Placebo 
Disease Number of | Good & Exc. | Number of | Good & Exc. 
Patients No. % Patients No. % 
Contact Dermatitis 16 14 88 14 4 29 
Eczematous, unspecified 12 10 83 5 0 0 


Eczema, Hand/ Feet 
incl. dysidrosis 5 3 60 11 3 27 
Other (Atopic Neuro-, 
Stasis, Nummular and 
Photodermatitis Z 5 71 10 2 20 


Total 40 32 80% 40 9 23% 


The symptoms of those treated with Flurobate Gel improved 73% in an average of 
12.1 days compared to 23% in 11.4 days for those treated with placebo. 


















The difference 
is perfectly clear 
in treatment studies. 


Male, age 24, seborrheic dermatitis of 2 years 
duration before and after 6 DAYS TREATMENT with 
Flurobate Gel 0.025% t.i.d. without occlusion. 





WAS ele 


: 1 e E 
Before therapy, January 18, 1973 


After therapy, January 23, 





Female, age 62, stasis dermatitis of 4 years duration 
before and after 15 DAYS TREATMENT with Flurobate 
Gel 0.025% t.i.d. without occlusion. 





Before therapy, October 26, 1972 


After therapy, November 9, 1972 


The nexttime you're confronted with a corticosteroid 
responsive dermatosis, prescribe Flurobate Gel. Both you 
and your patients will see the difference is perfectly clear. 


Flurobate 


(betamethasone benzoate) 


Gel 0.025% 


The difference 
is perfectly clear. 


See back panel for full disclosure 


The difference 
is perfectly clear 
in formulation. 


Flurobate (betamethasone benzoate) Gel’s formula 
is completely new. The potent new corticosteroid 
discovery, betamethasone benzoate, was accomplished 
by substituting a hydrogen atom with a halogen (fluorine), 
adding a methyl group to the basic hydrocortisone 
molecule, and a benzoic acid moiety to the 17 position. 
Betamethasone benzoate corticosteroid possesses potent 
anti-inflammatory activity with minimized concentration 
in the gel vehicle. So, inflammatory manifestations of 
disease are reduced without dangers of high absorption 
and subsequent systemic effects. 

The unique gel vehicle was formulated to dissolve 
the corticosteroid completely in solution ata minimum 
concentration while allowing maximum release. The 
gel's inherent antimicrobial properties eliminate the need 
for chemical preservatives which could cause 
sensitization. Plastic film occlusion is unnecessary forthe 
normally recalcitrant chronic diseases (psoriasis, lichen 
simplex chronicus) and forthe more responsive, more 
acute, inflammatory diseases (seborrheic dermatitis and 
other eczematous dermatoses) where increased 
hydration may interfere with recovery. Patient 
acceptance is high because Flurobate Gel is greaseless 
and nonstaining. 


chon 





The difference 
is perfectly clear in 
vasoconstrictive activity 


Flurobate (betamethasone benzoate) Gel was an 
efficient vasoconstrictor as compared with its placebo, 1. 
marketed and two experimental corticosteroid 
formulations by the open assay method on normal skin. 
Four panels of 10 subjects each were employed. 

Flurobate Gel was compared with seven other 
formulations in each panel. And in 10 subjects to the 
placebo gel. Weighed amounts (+ 10 mgm) of the 
formulations were applied in a random fashion to the 
forearms protected with a perforated guard for 16 hours. 
Eight hours after guard removal, the degree of 
vasoconstriction was recorded. The following table lists 
degree of vasoconstriction by dosage form (gel, 
ointments, creams, lotions, solution) of all products 
tested: 


Degree of Vasoconstriction by Vehicle Type 





Form-Corticosteroid Patient Mean P Value 
Numbers Intensity 
Of Vasocon- 
striction 
1. Flurobate Gel—betamethasone 
benzoate 0.0254 40 75 
placebo gel 10 0 
2. Ointments 
betamethasone valerate 0.1% 20 1.70 7872 
flurandrenolide 0.05% 30 23 <.005 
fluocinolone acetonide 0.025% 30 37 «.05 
triamcinolone acetonide 0.1% 30 23 « .005 
110 35 
3. Creams 
fluocinolone acetonide 0.2% 30 37 .0562 
fluocinolone acetonide 0.025% 20 0.65 <.00 
triamcinolone acetonide 0.1% 20 .00 « .00 
triamcinolone acetonide 0.1% 10 .00 «00 
betamethasone valerate 0.1% 20 0.80 <.001 
flurandrenolide 0.05% 10 .00 .7126 
experimental corticosteroid 20 0.45 «.00 
130 0.92 
4. Lotions 
experimental corticosteroid 20 0.65 «.00 
triamcinolone acetonide 0.1% 10 0.50 <.00 
30 0.60 
5. Solution 
tluocinolone acetonide 0.01% 20 0.65 < .00 





Normal curve approximation test 





1. Flurobate Gel— 
betamethasone benzoate 0.025% 
placebo gel 

2. Ointments 
betamethasone valerate 0.1% 
flurandrenolide 0.05% 
fluocinolone acetonide 0.025% 
triamcinolone acetonide 0.1% 

3. Creams 
fluocinolone acetonide 0.2% 
fluocinolone acetonide 0.025% 
triamcinolone acetonide 0.1% 
triamcinolone acetonide 0.1% 
betamethasone valerate 0.1% 
flurandrenolide 0.05% 
experimental corticosteroid 

4. Lotions 

experimental corticosteroid 
triamcinolone acetonide 0.1% 
. Solution 
tluocinolone acetonide 0.01% 
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These values clearly indicate the vehicle may be as important as the corticostero 
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(betamethasone benzoate) 


Gel 0.025% 


CAUTION: 
Federal law prohibits dispensing without a prescription. 
DESCRIPTION: 

Flurobate Gel 0.025% contains the active steroid com- 
pound betamethasone benzoate, the 17-benzoate ester of 
betamethasone, having the chemical formula of 9a-fluoro-11 8, 
17, 21-trihydroxy-168-methylpregna-1, 4-diene-3, 20-dione 
17-benzoate. Its chemical structure is: 
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Flurobate Gel contains betamethasone benzoate in a spe- 
cially formulated gel base consisting of 13.8% (w/w) alcohol, 
carboxy-vinyl polymer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water. The gel is self- 
liquefying, clear, greaseless and nonstaining. 

In this formulation the active ingredient is completely sol- 
ubilized and remains in the clear film without crystallization 
after evaporation of volatile substances. 

ACTIONS: 

Flurobate Gel is effective because of its anti-inflammatory, 

antipruritic, and vasoconstrictive action. 
INDICATIONS: 

Flurobate Gel is intended for topical application for symp- 
tomatic relief and adjunctive management of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 





CONTRAINDICATIONS: 

Topical steroids are contraindicated in viral diseases of 
the skin, such as varicella and vaccinia. Topical steroids are 
contraindicated in those patients with a history of hypersensitiv- 
ity to any of the components of the preparation. 

This preparation is not for ophthalmic use. 

PRECAUTIONS: 

If irritation develops, the gel should be discontinued and 
appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If a favor- 
able response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately 
controlled. 

If extensive areas are treated, or if the occlusive technique 
is used, the possibility exists of increased systemic absorption 
of the corticosteroid and suitable precautions should be taken. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in preg- 
nant females has not absolutely been established. Therefore, 
they should not be used extensively on pregnant patients, or 
in large amounts, or for prolonged periods of time. 

ADVERSE REACTIONS: 

The following local adverse reactions have been reported 
with topical corticosteroids: burning sensations, itching, irrita- 
tion, dryness, folliculitis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions and hypopigmenta- 
tion. 

DOSAGE AND ADMINISTRATION: 
Apply to affected areas 2 to 4 times daily as needed. 
HOW SUPPLIED: 
Flurobate Gel is supplied in 15 gm and 60 gm tubes. 
DISTRIBUTED BY: 


Texas Pharmacal Co., San Antonio, Texas 78296 U.S. Patent No. 3529060 
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TEXAS PHARMACAL COMPANY The company that cares for your patients’ skin. San Antonio, Texas 78296 


Case Reports 


Two cases of pemphigus foliaceus in the 
same family are reported. Unlike previous 
reports of the familial incidence of pemphi- 
gus in the English literature, each case is 
documented by clinical, histologic, and 
immunofluorescent antibody studies. A 
brief discussion of some of the diagnos- 
tic features of pemphigus foliaceus is 
included. 


he purpose of this paper is to pre- 
sent what we believe to be the 
first report in the English literature 
of the occurrence in two family mem- 
bers of pemphigus foliaceus complete 
with histologic documentation. 
Although a point of controversy, 
pemphigus foliaceus is generally con- 
sidered to be an entity separate from 
pemphigus vulgaris.'? Features often 
attributed to the former include a 
frequently benign cutaneous course, 
often eventuating in complete recov- 
ery; a characteristic absence of oral 
lesions, which, when present, are 
usually transient and superficially 
erosive; frequent persistence of cuta- 
neous lesions without adverse effects 
on general health; occasional benefit 
from antimalarial therapy; and acan- 
tholytic bullae located in the upper 
epidermal layers.! ?4* 


Report of Cases 


Case 1.— On Feb 3, 1969, a 34-year-old 
Spanish-American male mechanic was 
admitted to the University of Texas Medi- 
cal Branch Hospital Dermatology Service 
for evaluation of a crusting bullous erup- 
tion of six months' duration. Initially, the 
lesions involved the scalp and anterior 
part of the chest but progressed to involve 
the nose and axillary, interscapular, and 
shoulder regions. There was no history of 
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Familial Occurrence 
of Pemphigus Foliaceus 


William W. Voelter, MD; Gordon B. Newell, MD; Stephen L. Schwartz, MD, 
Galveston, Tex; Samuel F. Bean, MD, Houston; J. Fred Mullins, MD, Galveston, Tex 


oral involvement, and all lesions had been 
refractory to trials of systemic broadspec- 
trum antibiotics and topical steroids. 

The past medical history and review of 
systems were noncontributory, except for 
recurrent seborrheic dermatitis of the 
scalp. The patient was born and reared in 
south central Texas and had never trav- 
eled outside the United States. The pa- 
tient's parents and eight siblings were in 
good health and free of skin disorders up to 
that time. 

Physical examination revealed a 
healthy-appearing man with pertinent 
findings confined to the integument. The 
scalp showed male pattern alopecia and 
circumscribed erythematous crusting but 
no intact blisters. In addition, greasy 
crusted lesions were present over the 
shoulder, interscapular, and presternal 
areas. A flaccid nonerythematous bulla 
was noted in the midlumbar region. There 
were no oral lesions. 

Results of routine laboratory studies 
were within normal limits and two lupus 
erythematosus cell preparations were 
negative. A biopsy specimen of the lum- 
bosacral bulla revealed suprabasilar acan- 
tholysis. However, the basal cells re- 
mained cohesive without the intercellular 
spacing characteristic of intercellular 
bridge disruption (Fig 1). 

During hospitalization, resolution of 
existing lesions and suppression of new 
lesion formation occurred with the admin- 
istration of prednisone and supportive top- 
ical care. Over a three-year follow-up peri- 
od, the control of skin lesions has required 
varying doses of systemic steroids, but 
lower maintenance doses have been 
achieved with concomitant intermittent 
antimalarial therapy. Throughout the ill- 
ness, the patient has remained in good 
general health and employed full time. 

Subsequent biopsy of an early blister 
revealed a superficial acantholytic process 
(Fig 2). Direct immunofluorescent studies 
demonstrated intercellular staining (Fig 
3), and the indirect immunofluorescent 
test for intercellular antibodies was posi- 
tive with a titer of 1:80. 

Case 2.— On Aug 3, 1971, the 21-year- 
old younger sister of patient 1 was admit- 
ted to the University of Texas Medical 
Branch Hospital Dermatology Service 
with a one-month history of two mildly 


pruritic erythematous interscapular le- 
sions. Transient blisters had occurred at 
these sites with subsequent rupture and 
crusting. Similar lesions later developed 
on the trunk and scalp. There was no his- 
tory of oral involvement. Review of sys- 
tems and past medical history were non- 
contributory. She was born and reared in 
south central Texas and had never trav- 
eled outside the United States. An older 
brother, patient 1, had been treated for a 
similar skin eruption 2/2 years earlier. 
There was no other family history of skin 
disorders. Her twin brother was living and 
well. 

Relevant findings on physical examina- 





Fig 1.—Suprabasilar acantholytic bulla. Note 
intact basal cell layer (case 1) (hematoxylin- 
eosin, original magnification x 250). 


Fig 2. — Early lesion showing more superficial 
acantholysis (case 1) (hematoxylin-eosin, origi- 
nal magnification x 250). 
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Fig 4.—Superficial bulla below granular layer 
(case 2) (hematoxylin-eosin, original magnifica- 





Fig 3.—Positive direct intercellular immuno- 
fluorescent staining (with fluorescent antisera 
to IgG) (case 1). 


tion were confined to the skin. Scattered 
erythematous crusted lesions were present 
over the anterior portion of the chest and 
interscapular regions, the left breast, and 
the scalp. 

Results of routine laboratory studies 
were within normal limits. The antinu- 
clear antibody test was negative. Interpre- 
tation of skin biopsy specimen was consis- 
tent with pemphigus foliaceus (Fig 4). 

She was treated with topical steroids 
and topical antibiotics and did well. After 
discharge, follow-up studies were done in 
the outpatient clinic. In subsequent 
months, numerous lesions appeared on the 
scalp, face, trunk, and buttocks, but no 
oral lesions occurred. Systemically admin- 
istered steroids and antimalarials were 
employed successfully, and her general 
health has remained good. 

Interpretation of a repeat biopsy speci- 
men was again consistent with pemphigus 
foliaceus. The direct (Fig 5) and indirect 
immunofluorescent studies were positive; 
a serum antibody titer of 1:40 was shown 
with indirect immunofluorescent studies. 


Comment 


Some of the features of case 1 sug- 
gested a diagnosis of pemphigus vul- 
garis, particularly the biopsy finding 
of a suprabasilar bulla. However, the 
basal cell intercellular bridge degen- 
eration of pemphigus vulgaris, de- 
scribed by Lever! as a “row of tomb- 
stones,” was not present. Lever con- 
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tion x 300). 


siders this finding helpful in distin- 
guishing pemphigus foliaceus from 
pemphigus vulgaris. We believe that 
the overall clinical course, the ab- 
sence of oral lesions, and recent histo- 
logic and immunofluorescent studies 
corroborate the diagnosis of pemphi- 
gus foliaceus. 

Likewise, the diagnosis of pemphi- 
gus foliaceus in case 2 has been sub- 
stantiated by clinical, histologic, and 
immunofluorescent studies. 

Several reports of the familial oc- 
currence of pemphigus vulgaris have 
been published in the English litera- 
ture.** In his discussion of this sub- 
ject, however, Lever! notes these 
to be without histologic confirma- 
tion. Likewise, Pommerening and 
Hammer!? described two familial 
cases of presumed Senear-Usher 
pemphigus without histologic stud- 
ies. More recently, however, Lubowe 
et al! included biopsies in re- 
porting pemphigus vegetans and 
pemphigus erythematodes in a 
daughter and mother, respectively. 

It should be mentioned that both of 
our patients were born, reared, and 
still live in the same community. 
Though seeing each other frequently, 
they have lived in separate house- 
holds for the past 11 years. Neither 
has traveled to South America. 





Fig 5.—Positive direct immunofluorescent 
study (case 2). 


To our knowledge, this is the first 
report in the English literature of 
histologically documented pemphigus 
foliaceus occurring in a family, as 
well as the first report of familial 
pemphigus vulgaris or foliaceus with 
histologic and immunofluorescent 
confirmation. 
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Toxic Alopecia From 
Ingestion of Boric Acid 


MAJ Kenneth M. Stein, MC, USA; LTC Richard B Odom, MC, USA; 
CPT Glenn R. Justice, MC, USA; MAJ eis C. Martin, MC, USA, 


Presidio of San Francisco 


The hair loss in a young woman with an 
obscure diffuse alopecia was traced to her 
chronic ingestion of mouthwashes contain- 
ing boric acid. Cessation of this occult 
source of boric acid resulted in complete 
regrowth of hair. 

It appears that boric acid may have ac- 
cumulated in the hair follicles, with a re- 
sultant toxic effect on the susceptible hair 
bulbs. 

This case indicates that boric acid poi- 
soning should be suspected in patients with 
profuse unexplained alopecia, since cessa- 
tion of the boric acid ingestion results in 
complete hair regrowth and may be lifesav- 
ing. 


Ce containing boric acid 
continue to be widely prescribed 
despite toxic potentialities that were 
reported as early as 1883.! 

Numerous cases of serious poison- 
ing and deaths in over one-half of the 
cases from boric acid have been re- 
ported in the literature? since Lister 
first introduced the compound almost 
100 years ago. Poisoning has followed 
ingestion, parenteral injection, ene- 
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mas, and lavage of serous cavities. 
Although toxicity has been produced 
by excessive topical use in surgical 
wounds, burns, ulcers, and diaper 
dermatitis? many of the fatalities 
have resulted from accidental admin- 
istration of boric acid to infants 
Consequently, the sub-committee on 
Accidental Poisoning of the American 
Academy of Pediatries recommended 
that boric acid be eliminated from 
newborn nurseries and pediatric 
wards of all hospitals. 

The symptoms of boron intoxica- 
tion are nausea, vomiting, and diar- 
rhea. Increasing nervousness, irrita- 
bility, headaches, seizures, and per- 
sonality changes are frequently de- 
scribed. Oliguria leading to renal 
shutdown may occur. A hemorrhagic 
diathesis, anemia, cachexia, and 
muscle pain have been described. The 
biologic mechanism of borate poison- 
ing is unknown. 

Skin signs of borate intoxication 
include generalized erythroderma, 
psoriasiform lesions, and bullae re- 
sembling toxic epidermal necroly- 
sis.^* Although skin involvement is 
recognized, documentation of hair 
changes has been Jargely absent. 

This communication calls attention 
to the case of a 32-year-old woman 
who developed widespread alopecia 
from the chronic ingestion of borate- 
containing mouthwashes. 
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Fig 1.—Diffuse alopecia of scalp following chronic ingestion of mouthwashes containing boric 


acid. 


1 


Fig 3.— Regrowth of scalp hair three months 
following cessation of boric acid intake. 


Report of a Case 


A 32-year-old housewife was seen in 
consultation at the Letterman General 
Hospital because of diffuse hair loss of 
many months' duration. 

Significant past history revealed a hypo- 
tensive episode requiring blood transfu- 
sions, following a caesarian section for 
placenta praevia at 27 years of age. In the 
past four years, she has experienced sever- 
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al bouts of pancreatitis that were attribut- 
able to heavy alcohol ingestion, and later 
developed a gastric ulcer. Grand mal sei- 
zures of unknown cause began at age 28, 
and the patient was controlled on a regi- 
men of diphenylhydantoin (Dilantin) and 
phenobarbital. 

One year prior to admission ( April 1971), 
the patient complained of weakness, loss 
of appetite, weight loss, and scanty men- 
strual bleeding. At about this time, she 
noted thinning of her scalp, pubic, and ax- 
illary hair. An extensive evaluation was 
unrevealing for panhypopituitarism or 
hypothyroidism. 

Hair loss became progressively worse, 
and, by April 1972, the patient had almost 
total loss of her scalp hair (Fig 1), eye- 
brows, eyelashes, and axillary (Fig 2) and 
pubic hair. In addition, she had symptoms 
of severe fatigue, anorexia, and mental 
confusion, and she was re-admitted to the 
hospital. 

Family history was unrevealing for 
female or male pattern alopecia. Her 
mother had peptic ulcer disease, and her 
father had Laennec cirrhosis of the liver. 

There was no history of allergies or ex- 
posure to irradiation, noxious fumes, other 
inhalants, insecticides, rodent poisons, or 
Brazil nuts. She had not received antime- 
tabolites, anticoagulants, colchicine, oral 
contraceptives, vitamin A, bismuth, or 
androgens. Her current medications in- 
cluded diphenylhydantoin, phenobarbital, 
antiacids, and acetaminophen (Tylenol). 
She smoked one to two packages of cigar- 
ettes daily and drank to excess several 
times a week. 

Additional history obtained after ten 
days of hospitalization revealed that the 


Fig 2.— Total hair loss from axillae from boric 
acid intoxication. 


patient had used several bottles of mouth- 
wash daily in the past year to relieve sore- 
ness of her tongue following her seizures. 
Listerine had been employed for seven 
months, then Chloraseptic substituted 
after a six-week period of abstinence, dur- 
ing which time she noticed regrowth of 
scalp hair. 

Results of physical examination re- 
vealed a thin, prostrate, and disoriented 
woman. Her blood pressure was 100/70 
mm Hg; pulse rate, 80 beats per minute 
and regular; and temperature, 36.6 C. 
Several spider angiomata were seen on the 
chest. Bilateral palmar erythema was pre- 
sent. 

Most conspicuous was almost complete 
absence of scalp hair, eyebrows and eye- 
lashes, and pubic and axillary hair. There 
were no signs of inflammation of the scalp 
or other involved areas. Several remain- 
ing plucked hairs were normal clubs with- 
out constriction. 

On admission, her hemoglobin level was 
12 gm/100 ml and her hematocrit reading 
was 37%. The white blood cell (WBC) 
count was 6,400/cu mm with a normal 
differential, and the reticulocyte count 
was 1.1%. The following values and tests 
were within normal limits: calcium, phos- 
phate, blood urea nitrogen, uric acid, cho- 
lesterol, serological test for syphilis, sedi- 
mentation rate, serum creatinine, total 
serum proteins, albumin, bilirubin, alka- 
line phosphatase, prothrombin time, lactic 
dehydrogenase, serum glutamic oxaloacet- 
ic transaminase, serum glutamic pyruvic 
transferase, and serum electrolytes. In 
addition, liothyronine sodium and levo- 
thyroxine sodium uptake, free thyroxine 
index, urinalysis, urine culture and sensi- 
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tivity, urinary porphyrins, serum carotene 
value p-xylose test, a-feto-globulins, val- 
ues and serum iron values were within 
normal limits. The serum protein electro- 
phoresis revealed a total of 5.5 gm/100 ml 
with an albumin of 3.8 gm/100 ml. 

Analysis of the urine for arsenic, mercu- 
ry, lead, thallium, and bismuth revealed 
no abnormal findings. Analysis of the 
nails and scalp hair for arsenic was non- 
revealing. 

The blood boric acid was elevated to 3.2 
mg/100 ml (normal up to 0.3 mg/100 ml as 
boron). 

Chest roentgenogram, liver scan, in- 
travenous pyelogram, upper gastrointes- 
tinal series, skull films, brain scan, and 
electrocardiogram were normal. Àn elec- 


'"troencephalogram demonstrated an ab- 


normal slowing and seizure activity. 

The ophthalmologist reported that her 
eyes were normal. The psychiatrist diag- 
nosed her condition as acute psychotic 
organic brain syndrome. 

Upon discharge, the patient was provid- 
ed with a list of borate-containing prod- 
ucts to avoid. By June 22, 1972, which was 
two months following hospitalization, hair 
regrowth was noted, and by August 1972, 
good growth of scalp hair, eyebrow, and 
axillary and pubic hair was observed. In 
addition, she had an increased appetite, 
had gained ten pounds, and was no longer 
confused all the time. She is maintained 
on diphenylhydantoin and phenobarbital 
therapy for her seizure disorder. 


Comment 


Although skin involvement is rec- 
ognized in boric acid intoxication, 
hair changes appear to be less fre- 
quent. In 1894, Fére mentioned that 
diffuse shedding of scalp hair may 
occur, spreading to involve the eye- 
brows, and axillary and pubic hair. 
Tan$ recently recognized occupation- 
altoxic alopecia in a 50-year-old man 
from inhalation of borax contained in 
washing powder, and Shelley’ has 
called attention to the hazard of bo- 
rax as an etiologic source in undefined 
diffuse hair loss of the scalp. 

We were faced with the dilemma of 
a young woman with total alopecia 
involving her scalp hair, eyebrows, 
and pubic and axillary hair. Intense 
endocrinologic investigation was 


'unrevealing for hypopituitarism or 


hypothyroidism. There was no histo- 
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ry.of exposure to toxic chemicals or 
intake of vitamin A, thallium, andro- 
gens, appetite depressants, amphe- 
tamines, antimetabolites, methyser- 
gide maleate (Sansert), or anticoagu- 
lants. 

Careful questioning uncovered a 
long history of excessive use of 
mouthwashes. The significance of 
this finding was highlighted by re- 
questing the patient to demonstrate 
the use of her favorite oral disinfec- 


tant. After gargling ample volumes of. 


the solution, she swallowed the 
mouthwash. It was then appreciated 
that the alopecia and perhaps her 
chronic central nervous system and 
gastrointestinal manifestations could 
be related to mouthwash ingestion. 
Further history revealed that several 
months ago she admitted to a physi- 
cian her abuse of Listerine. He ad- 
vised her to curtail its use. She did 
abstain for a period of about two 
months, during which time she noted 
that her hair was regrowing. 


Two months later, a second wave of ` 


diffuse alopecia occurred that result- 
ed in almost total loss of body hair. 
This also could be correlated with 
excessive intake of Chloraseptic 
mouthwash, which the patient substi- 
tuted for Listerine “to relieve the dis- 
comfort of her tongue and throat fol- 
lowing seizures.” 

Boric acid was found to be the 
common ingredient in both the Lis- 
terine and the Chloraseptic mouth- 
wash. Elevated serum boric acid lev- 
els confirmed the impression of borate 
poisoning and suspected borate-in- 
duced toxic alopecia. 

Dramatic regrowth of scalp hair 
(Fig 3), eyebrows, and pubic and axil- 
lary hair has been observed following 
strict avoidance of all borate-contain- 
ing preparations, and the blood bor- 
ate level is now normal. 

The exact nature of the hair loss in 
this patient remains obscure. Evi- 
dence is available that boric acid is 
readily absorbed from the gastroin- 
testinal tract and that excretion by 
the kidney is characteristically de- 
layed following cumulative doses. 
During chronic administration, large 


amounts of boric acid are localized in 
the brain, liver, kidney, and skin.9? 

Certainly, the hair fallicles of the 
human appear to be highly suscepti- 
ble to chemical injury, as pointed out 
in an extensive review of the subject 
by Rook.’ It appears that boric acid 
may have accumulated in the hair 
follicles with a resultant toxic effect 
on the hair bulbs. 

A critical analysis of commercially 
available products and prescription 
items revealed over 400 products that 
contained significant amounts of bor- 
ic acid and are potentially hazardous 
if ingested by our patient. 

In this case, an obscure widespread 
alopecia provided the main clue lead- 
ing to discovery of boron intoxication. 
This case indicates that boric acid 
poisoning should be suspected in pa- 
tients with profuse unexplained hair 
loss. As demonstrated by our patient, 
cessation of the boric acid ingestion 
results in hair regrowth. 


MAJ Mark R. Stein, MC, USA, provided medi- 
cal care for the patient. 

University of California Pharmacy students 
provided assistance in compiling sources of boric 
acid. 

Extensive complete listing of all boric acid- 
containing products can be obtained from MAJ 
K. M. Stein, Dermatology Service, Department 
of Medicine, Letterman General Hospital, Pre- 
sidio of San Francisco, Calif. 
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Allergic Contact Dermatitis 
From Tolnaftate | 


Edward A. Emmett, MB, BS, MRACP, James M. Marrs, MD, Cincinnati 


A 48-year-old man developed a recurrent 
dermatitis which subsided after the appli- 
cation of a cream containing tolnaftate was 
discontinued. Patch tests showed delayed 
hypersensitivity to tolnaftate but not to the 
other ingredients of the cream. This is the 
second instance of tolnaftate allergy re- 
ported in the literature. 


his paper reports a case of allergic 

eczematous contact dermatitis 
due to the repeated use of a tolnaftate 
cream. To our knowledge, there is 
only one previous case of tolnaftate 
allergy in the literature. In that in- 
stance, the allergy was associated 
with the use of a tolnaftate solution.! 


Report of a Case 


In 1967, a 48-year-old university profes- 
sor noted the onset of a pruritic scaly patch 
on the dorsum of his left foot which soon 
spread between the toes. He engaged in a 
variety of athletic pursuits, most of which 
seemed to exacerbate the lesion. After a 
few weeks he consulted a dermatologist 
whereupon the diagnosis of tinea pedis 
was made without confirmation by micros- 
copy or culture. Following a course of gris- 
eofulvin, the eruption disappeared. He 
remained free of symptoms until 1969 
when a similar eruption appeared, again 
on the left foot, which resolved under a 
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regimen of griseofulvin, tolnaftate (Tinac- 
tin) cream and neomycin-fluocinolone 
cream. 

In October 1971, there was a recurrence 
on the left foot together with periorbital 
edema and a circumscribed pruritic weep- 
ing area on the right calf. A diagnosis of 
tinea pedis and id reaction was made and 
the lesions resolved on a regimen of griseo- 
fulvin, prednisone, Burow compresses, and 
flurandrenolide cream. The griseofulvin 
was discontinued in December 1971 and 
tolnaftate cream was reinstituted as a 
prophylactic measure. Shortly afterwards, 
a weeping erythematous eruption ap- 
peared on the dorsal surface of the left 
foot, the area to which the tolnaftate 
cream was being applied. During the en- 
suing months the eruption persisted de- 
spite intermittent courses of griseofulvin 
and continued applications of tolnaftate 
cream. 


CH; 


Structural formula of tolnaftate. 


When he consulted us in November 
1972, he had a sharply demarcated suba- 
cute eczematous 10X 5-cm area on the 
dorsal surface of the left foot. Apart from 
mild seborrheic dermatitis of the scalp and 
presternum, and a mild seborrheic bleph- 
aritis, physical examination was normal. 
Preparations of potassium hydroxide and 
cultures on Sabouraud agar were neg- 
ative for fungi. The tolnaftate cream was 
discontinued and within two weeks the 
eruption had completely resolved. 


Results of Patch Testing With Ingredients of Tolnaftate Cream 


Ingredient 


Concentration 


Patch Test Reading* 


and Vehicle 48 hr 96 hr 
196 petrolatum 


Tolnaftate 


0.126 petrolatum 


0.01% petrolatum 





Butylated hydroxytoluene 


1% petrolatum 
0.1% petrolatum 





Monoamylamine 





Propylene glycol 


196 petrolatum 
0.25% petrolatum 

10% petrolatum 

1% aqueous 








Polyethylene glycol 400 


10% petrolatum 





Titanium dioxide 
Carboxypolymethylene 


1% petrolatum 
2% petrolatum 











Petrolatum as is 





*Grading of reactions was performed using the scale recommended by the International Contact 
Dermatitis League?: negative reaction, —; doubtful reaction, ?+; weak (nonvesicular) reaction, +; 
strong (edematous or vesicular) reaction, +; extreme reaction, +++. 

Petrolatum is not an ingredient of tolnaftate. 
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Patch Test Investigations 


All patch tests were performed us- 
ing the same closed patch technique. 
The materials to be tested were ap- 
plied to the upper back of the patient 
on the central gauze portion of 11/s- 
inch square patch-test plasters, oc- 
cluded with hypoallergenic surgical 
tape. Patches were removed 48 hours 
after application and readings made 
one hour after removal and again 96 
hours and one week after the initial 
application. 

Patch testing was performed in 
November 1972 with the tolnaftate 
cream that the patient was using, as 
well as with a modified screening tray 
for detecting contact allergy to thera- 
peutic agents. There was a strong 
pruritic eczematous reaction to the 
tolnaftate cream which was still pres- 
ent one week after application. Tran- 
sient erythema was noted to 10% pro- 
pyl paraben; it was felt that this did 
not represent an allergic reaction. 
There were no reactions to the other 
contactants (polyethylene glycol [Car- 
bowax], hexachlorophene, menthol, 
methyl paraben, phenol, phenylmer- 
curic acetate, resorcinol, thiomerosal, 
propylene glycol, sorbic acid, dichloro- 
phene, triethanolamine, ethylenedi- 
amine, wool wax alcohols, or zinc un- 
decylenate and undecylenic acid). 

The various ingredients of the tol- 
naftate cream were obtained in pure 
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form from the manufacturer and were 
formulated in our laboratory into the 
solutions indicated in Table 1. 

The tolnaftate cream used by this 
patient and to which he reacted con- 
tains 1% tolnaftate. The structural 
formula of tolnaftate is given in the 
Figure. The major ingredients of the 
base are propylene glycol and. poly- 
ethylene glycol 400. There are 
smaller amounts of butylated hydrox- 


ytoluene, monoamylamide, titanium 


dioxide and carboxypolymethylene. 
These latter ingredients are present 


in the cream in approximately the © 


same concentration as those concen- 
trations in petrolatum base with 
which the patient was tested. Patch 
tests of these materials were per- 
formed in January 1973 and the re- 
sults are shown in the Table. Signifi- 
cant pruritic eczematous reactions 
were seen with tolnaftate at concen- 
trations of 1.0% and 0.1% in petrola- 
tum, but not at 0.01% concentration. 

It is felt that the results of patch 
testing in this patient clearly indicate 
allergic contact sensitization to the 
tolnaftate cream specifically because 
of contact allergy to tolnaftate. 


Comment 


Preparations of tolnaftate, avail- 
able either on prescription or over the 
counter, have been commonly used 
for the topical treatment of dermato- 


phyte infections for almost a decade. 
The rarity of published reports of al- 
lergic sensitization suggest that the 
index of sensitization for this com- 
pound may be very low. Tolnaftate is 
not generally included in therapeutic 
or shoe trays used for the routine in- 
vestigation of those types of contact 
dermatitis. For this reason, tolnaftate 
sensitization could easily be over- 
looked, as it was in this patient. Asin 
all dermatitis medicamentosa, the 
distinction from an exacerbation of 
the original disease can be a problem 
in practice. In such cases, patch test- 
ing with the topical tolnaftate prepa- 
ration or 1% tolnaftate in petrolatum 
or both should determine whether 
tolnaftate sensitization is present. - 


Schering Laboratories supplied the ingredi- 
ents of the tolnaftate cream used for patch test- 
ing. 


Nonproprietary Names and 
Trademarks of Drugs 


Tolnaftate — T'inactin. 
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Photosensitive Livedo Reticularis 


Maj Dennis F. Marion, MC, USAF, Maj Christopher M. Terrien, Jr., MC, USAF, 


Wright-Patterson Air Force Base, Ohio 


Livedo reticularis evolving in a photo- 
sensitive distribution occurred while a 
patient was taking quinidine and after di- 
rect sun exposure. The possibility of a 
drug-induced lupus phenomenon is dis- 
cussed in regard to quinidine. 


1 reticularis (LR) is a cuta- 
neous reaction with innumera- 
ble etiologic correlations."? It pre- 
sents as a blue to violaceous reticular 
pigmentation occurring primarily on 
the extremities and, occasionally, 
with trunkal involvement. Livedo 
reticularis previously has been re- 
ported to occur in conjunction with 
medication ingestion.'? This case is 
unusual in that (a) quinidine has not 
been reported before as a causative 
agent of LR and (5) there was a defi- 
nite localization and relationship to 
sun exposure. 


Report of a Case 


History.— A 39-year-old woman, when 
first seen, had a reticulated, violaceous, 
pruritic, purpuric eruption localized to the 
extensor surface of the arms and legs. The 
eruption began 13 days prior to admission 
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Clinical appearance of the eruption demon- 
strating associated photodemarcation. 


to the hospital and evolved after the pa- 
tient had been sunbathing in a lawn chair. 
Two hours later, she noted the described 
eruption limited to the areas exposed to 
the sun. She particularly noticed a sharp 
demarcation where she had pulled her 
skirt above her knees. The involvement 
progressed in intensity to her date of ad- 
mission. 

Her past medical history is significant 
in that she documents scarlet fever at age 
2 and rheumatic fever at age 11. Her pres- 
ent history and cardiologic findings are 
compatible with clinical rheumatic heart 
disease. When seen in June 1971, digoxin 
and furosemide therapy was begun. When 
seen again in November 1971, she was 
found to be in atrial fibrillation and under- 
went successful cardioversion at that time. 





In conjunction with the procedure, therapy 
with anticoagulants and quinidine sul- 
fate, 300 mg three times daily, was pre- 
scribed. It was noted that she also had 
taken penicillin, 250 mg twice daily, since 
October 1971. 

Physical Examination.—The cuta- 
neous findings consisted of a photodemar- 
cated, livid, purpuric, reticulated dermati- 
tis involving the extensor surface of the 
arms to 3 to 4 cm above the elbows and the 
extensor surface of the legs to 4 cm above 
the knees (Figure). 

Laboratory Data.— Complete blood 
cell count, VDRL test for syphilis, lupus 
erythematosus preparation, platelet count, 
blood urea nitrogen and fasting blood 
sugar levels, liver function tests, and 
serum creatinine, serum calcium, and se- 
rum phosphorous values were all within 
normal limits. Urinalysis revealed a 2+ 
proteinuria and her electrocardiogram 
demonstrated marked ST depression com- 
patible with digitalis effect. 

Histologic Findings. — The tissue spec- 
imen demonstrated slightly decreased 
keratinization, sporadic vacuolation of the 
basal cell layer, mild dermal edema and a 
nonspecific mononuclear cell dermal in- 
flammation. There was no evidence for 
vasculitis (either livedo or necrotizing), 
nor were there enough histologic changes 
to warrant a diagnosis of lupus. PAS and 
Giemsa stains were unremarkable. Few 
scattered erythrocytes were seen. The 
tissue was considered to be "compatible 
with a drug eruption; photosensitive by 
history." 

Hospital Course.— It was thought that 
the patient was experiencing a photoreac- 
tive drug eruption to quinidine and she 
was advised regarding sun protection and, 
of course, avoidance of the offending medi- 
cation. Symptomatically, she was treated 
with topical corticosteroids and occlusive 
tap water wet dressings. There was sub- 
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stantial resolution on the above manage- 
ment. She was seen approximately six 
weeks after discharge, with residual pig- 


mentary changes, but with no activity or 


recrudescence of her eruption. 


Comment 


Quinidine is a cardiac drug com- 
monly instituted for arrhythmias. It 
is an optical or d-isomer of quinine 
and is derived from cinchona bark. 
Its common cutaneous reactions con- 
sist of urticaria, scarletiniform or 
morbilliform eruptions, thrombocyto- 
penic purpura, flushing, complaints 
of pruritus, and, less commonly, fixed, 
lichenoid, and bullous reactions.^*5 
Quinine, as found in hair tonic, has 
been reported to elicit a photocontact 
dermatitis. !®8 

This patient demonstrates a unique 
reaction to a medication. First, quini- 
dine has not, to our knowledge, been 


reported to induce photosensitivi-` 


ty.'+5 Second, it has not been report- 
ed to induce the cutaneous pattern of 
livedo reticularis. Finally, livedo reti- 
cularis, although commonly occur- 
ring on exposed extremities, is not 
usually discussed as being specifical- 
ly photosensitive in its localization. 

It is mentioned that this case may 
represent a drug-induced lupus phe- 
nomenon. Livedo reticularis asso- 
ciated with systemic lupus erythema- 
tosus is well known,’, and lupus 
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erythematosus is, in turn, frequently 
related to sun exposure. Quinidine has 
been described as a common “trigger” 
of drug-induced lupus; this is in con- 
trast to another commonly utilized 
cardiac agent, procainamide.5? But, 
as lists of provocative agents vary, it 
seems apparent that any medication 
may, at times, induce the lupus syn- 
drome.’ Although the histologic find- 
ings were suggestive of lupus, demon- 
strating occasional basal cell vacuola- 
tion and dermal edema, many other 
expected facets were not in evidence 
to definitively confirm the histologic 
diagnosis of lupus. Clinically, al- 
though the cutaneous pattern was 
typically livedoid, there were selected 
areas of the eruption that presented a 
"pigskin"-like appearance reminis- 
cent of that seen in lupus and other 
autoimmune mesenchymal states. 
Finally, the patient's history reveals 
a significant autoimmune "diathesis" 


* with rheumatic findings, yet the labo- 


ratory values, particularly the sero- 
logic studies and LE cell test, were 
within normal limits. 

Summarily, in this patient, one 
cannot definitively exclude a drug- 
induced lupus phenomenon. Livedo 
reticularis is occasionally present in 
lupus states, yet not exclusive to that 
disease. Any medication must theo- 
retically be considered suspect, yet 
quinidine is not common to the lists of 


inducers of the lupus state. Histologic | 
findings were suggestive, yet by no 
means diagnostic. Additionally, one 
generally expects positive serologic 
activity in association with drug-in- 
duced lupus syndrome,’ yet this pa- 
tient, albeit manifesting a significant 
“autoimmune history,” still demon- 
strated negative serologic findings. 


Nonproprietary Name and 
Trademarks of Drug 


Furosemide —Lasix. 
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Irritant Contact Dermatitis 
From Agave americana L. 


Incorrect Use of Sap as “Hair Restorer” 


John Kerner, San Francisco; John Mitchell, MD, Vancouver, British Columbia, 
Canada; Howard I. Maibach, MD, San Francisco 


The sap of the plant Agave americana, 
incorrectly named “cactus juice" and used 
as a “hair restorer,” evoked contact urti- 
Caria followed by acute eczematous der- 
matitis of the skin of the scalp, forehead, 
and wrist. Open patch tests with fresh sap 
produced burning pain, follicular contact 
urticaria, and subsequent irritant dermati- 
tis in the patient and in two control sub- 
jects. 


FEX time immemorial, irritant 
plants and plant products have 
been applied to the bald scalp in 
man's relentless search for a "hair 
restorer." Mustard oils and the irri- 
tant latex of euphorbiaceous plants 
have often been selected for such a 
purpose and here we report an addi- 
tional irritant "hair restorer," mas- 
querading under the name of "cactus 
juice" but actually derived from a 
plant of the Agave genus. 


Report of a Case 


A white man, aged 34 years, applied 
a herbal remedy named Cactus Juice 
Shampoo for a period of six months as a 
nostrum for male-type alopecia. Two days 
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prior to the onset of his illness, he obtained 
a plant that he believed to be a cactus and 
sliced it with a knife to release the sap; in 
so doing, he accidentally contaminated the 
skin of his left wrist. He then rubbed the 
sap onto his scalp. Within a few minutes, a 
severe burning sensation occurred and the 
material was rinsed off with water. Phys- 
ical examination two days after this scalp 
treatment revealed confluent papular, ve- 
sicular, and exudative dermatitis of most 
of the scalp, adjacent skin of the forehead, 
and skin of the ulnar surface of the left 
wrist. 


Patch Tests 


The clinical impression was of 
acute allergic eczematous contact 
dermatitis, but the results of patch 
testing were as follows: Fresh sap 
obtained from sliced portions of the 
plant was applied without occlusion 
to skin sites 2.5 cm diameter on the 
forearm flexures of the patient and of 
two physician volunteer subjects. 
Within minutes, the three individ- 
uals experienced severe burning fol- 
lowed shortly by erythema, follicular 
urtication, and edema. Within hours, 
the appearance had changed to an 
acute papulovesicular eczematous 
reaction, which healed in two weeks. 


Botanical Aspects 


Agave americana L. is a plant with 
thick, heavy, upcurved leaves borne 
near the ground in a rosette. It resem- 


bles the yucca plant of gardens to 
which it is closely related. A central 
vertical inflorescence (flower stalk) 
rises from the leafy base. The com- 
mon name, Century Plant, by which 
it is known derives from an erroneous 
belief that it flowers once in a 
hundred years. Actually, during ten 
or more years the plant stores up in 
its leaves a large store of reserves 
and, at last, giant inflorescence comes 
rapidly up, reaching 20 to 40 feet in 
height; after fruiting, the plant usu- 
ally dies. The rush of sap is so great 
that when Mexicans cut off the head 
and collect the sap, as much as 1,000 
liters are said to be given by one 
plant. The fermented juice (pulque) is 
a national drink in Mexico and from 
it they distill a spirit called “mescal.”! 
In more northern climates the plant, 
in smaller form, is variously grown as 
a tub plant for the porch or by succu- 
lent fanciers.?? 


Dermatologic Aspects 


Some reported effects of Agave spe- 
cies on the skin are given here for ref- 
erence. The report of Morton? indi- 
cates an irritant or urticant action on 
the skin. She states that, in numer- 
ous instances, the sap of A ingens var 
picta (A picta) has caused immediate 
burning, red rash, itching welts with 
numerous small, red swellings ap- 
pearing soon after contact, and tiny 
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blisters persisting for more than a 
week. Agave sisalana and A vivipara 
are also reported to be irritants.’ 
Agave fourcryodes is reported to be 
irritant to the mouth,‘ and the sap of 
A atrovirens is reported to be caustic 
to the skin.? The other reports are less 
easy to interpret in dermatologic 
terms. The photosensitivity evoked in 
animals by eating A lechugilla is 
thought to be due to a hepatonephro- 
toxin that induces hepatogenous pho- 
tosensitization.® This aspect will not 
be further elaborated because such 
photodermatitis was certainly not a 
feature in our patient. However, 
when investigating a case of contact 
dermatitis attributable to a plant, it 
is often valuable to search for report- 
ed effects on the skin of close relatives 
of the suspected plant, as was done 
here. 


Phytochemical Aspects 


On account of its saponin content, 
the root of the plant is used in Mexico 
for washing clothes. The skin of the 
leaf is highly irritant, which accounts 
for its use as a rubefacient in rheuma- 
tism. The sap expressed from the 
leaves is very irritant and produces a 
burning sensation when in contact 
with the skin.’ These effects have 
been attributed to the presence of 
minute sharp-pointed crystals of cal- 
cium oxalate. Such bundles 
(raphides) of calcium oxalate are no- 
toriously irritant to the mucous 
membranes and occur in many tub- 
ers, particularly those of the genus 
Arum (Araceae family). The acute 
glossitis and stomatitis that follows 
chewing a piece of the stem of Dumb- 
cane (the common house plant, Dief- 
fenbachia) is attributable, at least in 
part, to such crystals, but it is proba- 
bly necessary to look elsewhere for 
the cause of contact urticaria and 
contact dermatitis from Agave. The 
plant is known to contain an acrid 
volatile oil, an insecticidal compound 
that has been used for impregnating 
wallpaper to prevent damage by ter- 
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mites, agave gum,’ saponin,’ and also 
other compounds.’ 

The biochemistry of Agave has 
been rather extensively investigat- 
ed.? The plants yield fibers of the sisal 
and henequen type, which are of eco- 
nomic importance, but it is not possi- 
ble to deduce from the published data 
the precise biochemical cause of the 


_ skin irritancy, which evidently occurs 


from contact with the plant. 


Comment 


According to H. Johnson and one of 
us (H.I.M.), A americana may be 
added to the list of agents producing 
contact urticaria (unpublished data). 
Evidently the sap contains one or 
more urticants or irritants.** It is 
not known whether the urticant and 
irritant compounds are the same or 
different. Their chemical identity is 
also unknown. Presumably, percuta- 
neous penetration is rapid as judged 
by the short period of time between 
application and the occurrence of 
symptoms and urtication. We assume 
it to be relatively potent because of 
the severe dermatitis produced by 
relatively brief contact. 

The leaves of sisal (query A sisa- 
lana) and henequen (probably A four- 
cryodes contain “an irritating sensi- 
tizing principle.” (It is not possible to 
interpret this statement further since 
the botanical names and clinical de- 
tails were not given.) 

This episode reminds us that, con- 
sidered alone, the morphologic fea- 
tures of eczema may be misleading 
with respect to allergic vs irritant 
pathophysiologic mechanisms. In 
such a case, a history of the onset of 
symptoms very soon after contact is 
invaluable by way of suggesting the 
presence of an irritant, and patch 
testing must be carried out with due 
caution. Regular closed patch tests 
with such a plant might be disas- 
trous. This case exemplifies again the 
necessity of obtaining botanical iden- 
tification of a plant incriminated in 
contact dermatitis. The cacti 


(Cactaceae family), which yield a 
watery sap, bear a general resem- 
blance to other xerophytic plants, 
such as Euphorbia (Euphorbiaceae 
family); the latter genus contains a 
characteristically milky, notoriously 
irritant latex. In our case, the spiny, 
thick leaves and watery sap of A 
americana presumably led to its im- 
precise designation as a cactus. 

There appears to be a renaissance 
in the use of herbal remedies as can 
be observed by a walk around prolif- 
erating “health food” stores. No re- 
liance whatsoever can be placed on 
plant common names, which vary 
greatly within a given locality and 
from country to country. Some are 
misleading according to the old Doc- 
trine of Signatures, which suggested 
that a plant which resembled a body 
organ was beneficial for diseases of 
that organ. It is essential in prepar- 
ing case reports of plant dermatitis to 
obtain a botanical identification of 
the plant and to carry out control 
patch tests before any conclusions are 
justified. 


Dr. David Weinberg provided the botanical 
identification. 
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Mammary Silicone Granuloma 


Migration of Silicone Fluid 


to Abdominal Wall and Inguinal Region 


Claude Delage, MD, Washington, DC; John J. Shane, MD, Philadelphia; 


Frank B. Johnson, MD, Washington, DC 


Two and one-half years after -having had 
silicone fluid injected into her breasts, a 
22-year-old woman noticed two painful 
masses in the subcutaneous tissue of her 
abdominal wall. Similar lesions appeared 
four months later in both breasts and in the 
inguinal region. Gross and microscopic 
aspects of these masses were identical in 
all three anatomic sites. Cystic fluid was 
identified by infrared spectrophotometry as 
an all-methy! silicone polymer. The pres- 
ence of silicone fluid in the abdominal wall 
and inguinal region is explained by gravita- 
tional migration from its initial site of injec- 
tion in the breasts — a finding not previously 
reported, to our knowledge. 


leveral years ago, the injection of 
liquid silicone for augmentation 
mammaplasty was a widespread 
practice. In 1965, however, ' silicone 
fluids when injected into the tissue 
were considered a “new drug” by the 
Food and Drug Administration, 
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DHEW. A special committee of eight 
official investigators, including six 
plastic surgeons, was appointed to 
further examine the safety of the 
product.' Because of the high inci- 
dence of mammary cancer, the use of 
silicone fluids in breast augmentation 
was forbidden. 

Basically, two types of silicone 
preparations have been used: (1) the 
pure forms such as dimethicone 350 
(dimethylpolysiloxane) and (2) a vari- 
ety of adulterated forms containing 
pure silicone fluid to which vegetable 
oils or fatty acids are added (Sakurai 
formula) to induce fibrosis and to as- 
sure firmness and immobilization. In 
pure form, silicone fluids are said to 
be chemically and physically inert, to 
produce minimal tissue reaction, to 
be nonallergenic and noninflammato- 
ry, and ordinarily, to induce no for- 
eign-body tissue reactions.'? Migra- 
tion to distant areas of the body 
seems to be the only serious complica- 
tion. In spite of this, several reports of 
granulomatous reactions following 
injections of silicone fluids in the 
breasts have appeared in the litera- 
ture over the recent years.** In these 
instances, it was believed that impu- 
rities or additives to the basic pure 
silicone could be responsible for the 
tissue reaction. 

The following is a well-documented 
case of silicone granuloma in the 
breasts and migration of silicone to 
the abdominal wall and the inguinal 
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region in a young woman who had 
had injections of silicone fluids for 
breast augmentation. Positive identi- 
fication of the silicone material in the 
tissues was made by the infrared ab- 
sorption spectrophotometry method. 


Report of a Case 


Clinical Findings (First Admission). 
—A 22-year-old white woman was admit- 
ted to the hospital on Sept 14, 1971, witha 
history of two masses in her abdominal 
wall. They were slightly painful to palpa- 
tion, and were noticed initially three days 
prior to admission. One mass, located sev- 
eral centimeters below the left subcostal 
margin just overlying the left rectus mus- 
cle, was hard on palpation, diffuse and 
poorly delineated from the surrounding 
tissues, and somewhat crepitant; but it 
had a definite lack of mobility. The other 
mass was suprapubic, located just below 
the midpoint between the umbilicus and 
the pubis, and was similar in all respects 
to the subcostal lesion. Both lesions were 
essentially the same size, approximately 2 
to 3 cm in diameter. 





Fig 1.—Subcutaneous tissue of abdominal 
wall showing a cluster of small translucid cystic 
structures of variable size that contain a clear 
viscid fluid (AFIP Neg 72-1365-1). 


Fig 2.—Subcutaneous tissue of abdominal 
wall. Honeycomb, cystlike structures shown in 
Fig 1 appear microscopically as empty vacuoles 
limited by a thin fibrous wall devoid of epithelial 
or endothelial lining (AFIP Neg 72-4423; hema- 
toxylin-eosin, original magnification x 80). 
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Extensive questioning revealed that the 
patient had had no significant illness. She 
had been hospitalized several weeks ear- 
lier when a uterine curettage was per- 
formed for menometrorrhagia. Results of 
all laboratory tests were within normal 
limits. Upon surgical removal, both mass- 
es were poorly delineated and were in the 
subcutaneous fatty tissue but were super- 
ficial to the rectus fascia. 

Gross Findings. — Pieces of tissue were 
excised, measuring from 1.5 to 5.5x2.5 cm. 
They were glistening and crepitant, and 
on cut section, showed a honeycomb, mul- 
ticystic pattern. The individual cysts con- 
tained clear, viscid material and varied in 
size from 1 to 5 mm in diameter (Fig 1). 

Microscopic Findings. — Sections 
stained with hematoxylin-eosin showed 
these cavities to be limited by thin collag- 
enous walls made of scattered elongated 
fibroblasts (Fig 2). The tissue between the 
cavities consisted of normal or altered fat 
(serous atrophy) and loose connective tis- 
sue having collagenous areas diffusely 
infiltrated with a few lymphocytes, histio- 
cytes, fibroblasts, and an occasional eo- 
sinophil. A rare foreign-body giant cell 
could be seen. The cystic structures were 
optically empty. No doubly refractile ma- 
terial was seen in either the lumen of the 
cysts or the cytoplasm of the surrounding 
histiocytic reactive cells. A bromine-silver 
stain for unsaturated fatty acids in the 
cavities was negative. An oil red O stain 
was slightly positive in some areas in the 
cavities. Both stains were performed on 
formaldehyde (formalin)-fixed frozen sec- 
tions. A Masson trichrome stain showed a 
mild fibroblastic reaction of the connective 
tissue. 

In some respects the lesion resembled a 
lymphangioma, although no endothelial 
lining was present on the inner surface of 
the spaces. Foreign-body granuloma was 


Fig 3. — Breast section shows numerous emp- 
ty vacuoles with foreign-body reaction around 
one of them, areas of serous atrophy of fat, and 
a minimal round cell inflammatory infiltrate 
(AFIP Neg 72-1532; hematoxylin-eosin, original 
magnification x 100). 


also a diagnostic possibility, although 
multinucleated giant cells were rare. 

The history and findings did not support 
a definitive diagnosis, and the patient was 
discharged. 

Clinical Findings (Second Admis- 
sion). — The young woman returned to the 
hospital on Jan 10, 1972, with similar le- 
sions in both breasts and in the left in- 
guinal area, just superficial to the ingui- 
nal ligament. 

Gross Findings.— Tissue showing the 
same honeycomb, multicystic appearance 
as that of the initial lesions in September 
1971, and measuring 5x2 cm was excised 
from the right breast and a number of 
fragments varying from 1 to 2 cm in diam- 
eter were removed from the left breast. 
From the left inguinal area, a mass 5x3 
cm in dimension was removed with multi- 
ple additional smaller fragments. All spec- 
imens were of identical description and 
similar to those obtained initially from the 
subcutaneous tissue of the abdominal 
wall. 

Microscopic Findings. — The histolog- 
ic appearance of the masses from the 
breasts and inguinal area was identical to 
that of the initial lesions in the abdominal 
wall. In the breasts, however, some typical 
foreign-body giant cells were seen in rela- 
tion to empty cysts (Fig 3), and the inflam- 
matory response in the intervening 
connective tissue was minimal, consisting 
of patchy infiltrates of histiocytes, lympho- 
cytes, and a few eosinophils. Most of the 
cystic spaces were lying in clusters in the 
fatty mammary tissue with no significant 
inflammatory reaction. The specimens 
from the inguinal region showed a few typ- 
ical multinucleate giant cells in the vicini- 
ty of or in the walls of the empty cysts (Fig 
4), in addition to the characteristic multi- 
ple cystic structures. The inflammatory 
response was more pronounced and diffuse 


Fig 4. — Subcutaneous tissue of inguinal re- 
gion shows typical multinucleate foreign-body 
giant cells around empty vacuoles (AFIP Neg 
72-1528; hematoxylin-eosin, original magnifi- 
cation x 130). 
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in the surrounding fatty and connective 
tissues. The cellular infiltrate of lympho- 
cytes, macrophages, histiocytes, and nu- 
merous eosinophils showed a nodular 
granulomatous pattern in some areas. 

In the tissues from both breasts and the 
inguinal area, there was no evidence of 
any crystalline or refractile material in 

.the lumen of the numerous vacuoles or in 
the cytoplasm of the giant cells and histio- 
cytes surrounding the empty vacuoles. 

Results of all laboratory tests were with- 
in normal limits during this second hospi- 
talization. The patient confided to the phy- 
sician, when admitted to the hospital this 
time, that about 30 months before she had 
had silicone injections in both breasts. The 
name of the silicone was obtained from the 
plastic surgeon who injected it. He claimed 
to have used a pure silicone fluid, dimethi- 
cone 350, not an adulterated form. 

With the clinical history of injections of 


silicone fluid into the breasts 22 years: 


before and with identical morphologic le- 
sions in all three anatomic sites, it became 
increasingly evident that the viscid fluid 
in the multicystic masses was silicone. 
The finding of these peculiar honeycomb 
masses in the subcutaneous tissue of the 
‘abdominal wall and inguinal region could 
be explained by gravitational migration of 


the fluid to these locations from the origi- _ 


nal site of its injection into the breasts. 

Positive identification of the cystic con- 
tent was made by the infrared absorption 
spectrophotometry technique. 

Infrared Spectrophotometry.—The 
specimens of tissue were washed briefly in 
distilled water, then bottled. Clear viscid 
fluid was aspirated from one cystic cavity 
in each specimen. Approximately 2 yl of 
each aspirate was mixed with 200 mg of 
spectrograde potassium bromide, dried for 
one hour at 100 C, and disks were formed 
of each for infrared spectrophotometry. 
The observations were made with a grat- 
ing infrared spectrophotometer. 


Results 


Samples from each of the tissue 
specimens yielded infrared absorp- 
tion spectra typical for methyl sili- 
cones (Fig 5). The spectrum shows a 
band at about 3.444 caused by methyl 
groups. At 7.94, there is a band re- 
sulting from methyl linked to silicon. 
The overlapping bands between 9u 
and 10g are caused by the silicon- 
oxygen-silicon configuration. The 
band at 12.44 is the result of the 
methylsilicon-methyl configuration. 
This spectrum obtained with the cys- 
tic fluid from the tissue specimens is 
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Fig 5. — Infrared spectrum of cystic fluid from tissue of breast is typical for an all-methyl silicone 


polymer. 


Fig 6. — Control spectrum of methyl silicone polymer. 
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in all respects similar.to the standard 
spectrum for methyl silicones (Fig 6). 


Comment 


Dimethicone 350 is an organosili- 
con polymer, the chemical formula of 
which is [O Si (CHj),In: In the Si—O 
polymer chain two methyl groups are 
attached to each silicon atom. As the 
chain lengthens, the viscosity. in- 
creases. Dimethicone 350 has à vis- 
cosity of 350 centistokes, while that of 
water is 1 centistoke. 

Conflicting reports on tissue reac- 
tions to silicone have appeared in the 
literature. In man or in animal, sili- 
cone has been found alternatively to 
be well tolerated and to induce little 
tissue reaction,'?" to evoke a definite 
histologic reaction but without for- 
eign-body response,” or to be practi- 
cally inert.® 

On the other hand, Symmers* re- 
ported two cases of silicone mastitis 
in topless waitresses, and the histo- 
logic picture was similar to that:of an 
oleogranuloma. Winer et al? reported 
three cases of siliconomas, two devel- 
oping in the breast and one in the 
skin of the face, having histologic le- 
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sions typical of foreign-body granulo- 
mas. Nosanchuk? presented one case 
of silicone granuloma of the breast in 
a young woman, and in this case 
there also was evidence of foreign- 
body giant cells around the:small sili- 
cone-containing cysts. It has been 
argued that the granulomatous reac- 
tion is probably caused by the pres- 
ence of additives or other adulterants 
in the silicone preparation, and not 
by the silicone itself? This may 
explain why fine particulate, doubly 
refractile material* or shiny crystals? 
have sometimes been found in the 
affected tissues. Nosanchuk? de- 
scribed a wrinkled film of semiliquid 
substance in the lumen of the micro- 
cysts, better seen with the microscope 
condenser closed, which he identified 
as silicone. Such a procedure proved 
incenclusive in our case. The giant 
cell reaction observed in our case was 
always in relation to empty vacuoles, 
and no birefringent material was 
seen in either the vacuoles or the cy- 
toplasm of the giant cells. 

One of the complications of silicone 
injection in mammaplasty is the pos-. 
sible migration of the substance some 
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distance from the site of injection." 
Migration usually occurs when large 
amounts of low-viscosity silicone fluid 
are administered, and it most proba- 
bly drifts by gravity to distant places 
along tissue planes.'?*^ In addition, 
Ben-Hur" reported evidence of move- 
ment ofsilicone to the regional lymph 
nodes following subcutaneous admin- 
istration of demethicone 350 in mice. 
No evidence of lymph-node involve- 
ment was present in our case. To our 
knowledge, migration of silicone fluid 
from the original site of injection to 
such remote anatomic sites as the 
subcutaneous tissue of the abdominal 
wall and inguinal region has not been 
reported. 

Positive identification of the sub- 
stance used in supplementation of 
anatomy is of prime importance, as 
exemplified by the case of a woman 
who developed generalized paraffi- 
noma following numerous injections 
of what she thought was silicone into 
her calves. Spectroscopic and chro- 
matographic techniques, however, 
identified the substance as mineral 
oil. 

In our study, identification of the 
fluid contained in the cystic struc- 
tures was unequivocal. It was identi- 
fied as an all-methyl silicone com- 
pound by infrared absorption spectro- 


photometric analysis. The spectra 
yielded by the fluid aspirated from 
the multicystic spaces in the breasts 
and the inguinal and abdominal re- 
gions were typical for methyl sili- 
cones. Therefore, seemingly strong 
evidence favors a foreign-body granu- 
lomatous reaction to silicone itself, 
since no adulterants were identified 
by spectrophotometric study. This, 
moreover, would challenge the con- 
cept of tissue inertness of pure sili- 
cone. 

One should be cautious, however, 


in interpreting these findings, be- 
cause there is still a possibility that 
unidentified impurities mixed with 
the silicone fluid might have pro- 
duced the mild granulomatous tissue 
response in the present case. 


This study was supported in part by the AMA, 
the Food and Drug Administration contract 
FDA 67-53, the National Institute of General 
Medical Sciences contract PH 43-66-966, and the 
Pharmaceutical Manufacturers Association 
Foundation, Inc., under the auspices of the Uni- 
versities Associated for Research and Education 
in Pathology, Inc. 

Figure 6 is reproduced with permission from 
Analytical Chemistry (31:1100-1102, 1959). 
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been inserted in the first sentence in the last paragraph of the letter as follows: “To compare their 
technique regarding time saving versus cryostat sectioning is completely irrelevant.” 
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Hereditary 


Papulotranslucent Acrokeratoderma 


A New Variant of Familial Punctate Keratoderma? 


Mba F. Onwukwe, MD; Martin C. Mihm, Jr., MD; 


Kiyoshi Toda, MD, PhD, Boston 


We have given the name “heredi- 
tary papulotranslucent acrokeratoderma" 
(HPA) to a new syndrome consisting of per- 
sistent, asymptomatic, yellowish-white, 
translucent papules and plaques that ap- 
pear on the hands and feet, associated with 
fine-textured scalp hair and atopic diathe- 
sis. Histologic study of the translucent le- 
sions showed orthohypergranulosis, acan- 
thosis, and a relatively normal dermis. 


PR papulotranslucent ac- 
rokeratoderma (HPA) is a de- 
scriptive name that we have coined 
for the hereditary translucent papu- 
lar condition of the hands and feet 
which we report in this communica- 
tion. The cause of HPA remains an 
enigma. Hereditary papulotranslu- 
cent acrokeratoderma is probably one 
of the genodermatoses, and it is pos- 
sible that HPA is a new variant of 
the heterogenous group of conditions 
under the title of familial punctate 
keratoderma. The genealogic history, 
worked out for our patient, suggests a 
mendelian autosomal dominant pat- 
tern of inheritance of HPA. 
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Hereditary translucent acrokerato- 
derma is neither diabling nor threat- 
ening to life, and specific treatments 
for the lesions do not seem to be indi- 
cated. 


Report of a Case 


A 58-year-old woman of Swedish ances- 
try came to the Dermatology Clinic of the 
Massachusetts General Hospital com- 
plaining of a mild scaling eruption of the 
right hand of about one months' duration; 
the eruption was diagnosed as subacute 
eczematous dermatitis. 


During the routine physical examina- 
tion, translucent papules, some of which 
had coalesced to form plaques, were also 
noted. There was bilateral and roughly 
symmetrical involvement of both hands 
and both feet with these translucent, yel- 
lowish-white, nonscaling, smooth-sur- 
faced, flat-topped, round or polygonal pap- 
ules of varying sizes (2 to 4 mm in diame- 
ter). Some of the papules were punctured, 
but no fluid or semisolid content was 
found, and diascopy was not contributory. 
On areas of pressure or trauma, like the 
thenar and hypothenar eminences and the 
knuckles, the papules were more numer- 





Right Hand 













Dorsal Surface 





Fig 1.— Distribution of translucent papules and plaques on right hand. Areas of pressure or trau- 
ma and margins of hand and of fingers are principally involved. 
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Po f 


ous and less discrete, tending to form 
plaques (Fig 1 and 2). The lesions also 
tended to be concentrated along the mar- 
gins of the hands and feet. Areas of less 
trauma and pressure, like the concavity of 
the palms and the insteps of the feet, had 
very few lesions, and the skin creases of 
the palms and soles were only slightly 
involved. The skin over the knuckles was 
thickened without evidence of scaling. The 
papules on the feet were less numerous 
than those on the hands; and these pa- 
pules did not extend beyond the ankles or 
the wrists. 

The patient recalled that the translu- 
cent papules first appeared on the thenar 
eminences. With the passage of years, 
more lesions appeared on other areas of 





Fig 2. — Translucent papules and plaques on left palm. Note variability in size of lesions, paucity 
of lesions on palmar creases, concentration of lesions on thenar and hypothenar eminences, rela- e n — 
tive preservation of dermatoglyphics, and absence of lesions proximal to wrist. the feet and hands. “Wrinkling” of the 

skin of the palms on immersion of the 


hands in water used to be evident when 
the papules were first appearing, but had 
ceased to occur by the time of the initial 
clinic visit. 

The family history of translucent papu- 
lar eruptions of the hands and feet is pre- 
[ |] ( ) [| ( ) sented in diagrammatic form in Fig 3. The 

+ + + à affected members first noticed the erup- 
tion at or soon after puberty. The only 
other familial traits were sparse fine-tex- 


O E n E [] [] C] E] tured scalp hair (the propositus and her 
! 
t T t 


Fig 3. — Pedigree of family in whom we found HPA. Most patients in generation V were too young 
to have HPA. 


elder daughter) and asthma (the younger 
daughter of the propositus). 

Results of the following laboratory ex- 
aminations reported for the propositus 
T C) () EH were normal: serum proteins and serum 

1 4 7 8 protein electrophoresis, serum cholestrol, 
serum calcium and phosphate, urinary 
amino acid pattern, hematocrit reading, 
white blood cell count (WBC) and dif- 

IV ES E Q L| L Q Ej ferential, and erythrocyte sedimentation 
rate. Antinuclear factor was negative, and 
the automated reagin test for syphilis was 
nonreactive. Urinalysis showed many 
" ry ft) EH E] E | | (3 WBC, and urine culture grew coliform 

7 organisms. Roentgenograms of the chest 
showed mild pectus excavatum. 


Unaffected Male F ; 
Biopsy Specimens 


Unaffected Female Two skin biopsy specimens, taken 
with a 4-mm punch, were obtained 
Affected Male from the propositus. One of the speci- 


mens was taken from the right thenar 
eminence, the other was from the ex- 
tensor aspect of the left thumb. The 
specimens were submitted for light 


Affected Female 


Propositus and electron microscopic studies. 
Light Microscopy.— Light mi- 
Dead croscopic examination of sections 
stained with ^ hematoxylin-eosin 
Three Siblings showed focal, striking hyperkeratosis 


o--Vi|0BÀOI! 


overlying an area of acanthosis of 
epidermis. The thickened stratum 
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right thenar eminence. There is marked, yet 
focal, hyperkeratosis, hypergranulosis and 
acanthosis of epidermis, with elongation of rete 
ridges. Dermal inflammatory infiltrate is ab- 
sent (hematoxylin-eosin, original magnification 
x33). 


corneum was compact, and it stained 
amphophilically. There was no par- 
akeratosis. The epidermis underlying 
the thickened stratum corneum was 
hyperplastic with elongation and 
thickening of the rete ridges. The 
granular layer was markedly in- 
creased in thickness. There was no 
focal or diffuse dyskeratosis of the 
epidermal cells. No dermal inflam- 
matory infiltrate was present, and 
the blood vessels of the dermal papil- 
lae were not dilated (Fig 4). 
Elastic-tissue stain of the sections 
demonstrated no striking decrease in 
the number of elastic fibers of the 
dermis below the area of epidermal 
involvement, and the elastic fibers 
did not appear to be fragmented. 
Electron Microscopy. — Prepara- 
tion for Electron Microscopy. — The 
specimen was fixed with 2.5% gluta- 
raldehyde in 0.1M cacodylate buffer 
for 2 hours. After washing with caco- 
dylate buffer, the specimen was fixed 
with 1% osmium tetroxide in 0.1M 
cacodylate buffer for 2 hours, dehy- 
drated, and embedded in epoxy resin. 
Thin sections were stained with ura- 
nyl acetate and lead citrate and ex- 
amined under electron microscopes. 
Findings.— Fibroblasts appeared to 
be normal. They contained well-de- 
veloped ergastoplasm and membra- 
nous systems. In the vicinity of the 
fibroblasts, aggregates of tropocolla- 
gen-precollagen complexes were ob- 
served. Mature collagen fibers, as 
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well as elastic fibers, appeared to be 
normal. 


Differential Diagnosis 


Hereditary papulotranslucent ac- 
rokeratoderma is remarkable when 
one considers the age at onset, clini- 
cal presentations, family history, and 
histopathology. The combination of 
these aspects differentiates HPA from 
other conditions with translucent 
papules of the hands or feet, or both, 
such as AKE, KPPP, acrokeratosis 
verruciform of Hopf, epidermodys- 
plasia verruciformis, Darier disease, 
primary systemic amyloidosis, colloid 
milium, verruca plana, and knuckle 
pads.! 24 


Comment 


The clinical entities that most 
closely resemble HPA are acrokera- 
toelastoidosis (AKE) and keratosis 
punctata palmaris et plantaris 
(KPPP). Both AKE and KPPP are 
variants of familial punctate kerato- 
derma.'? The main difference that we 
found between AKE and HPA was in 
the histologic structure of the trans- 
lucent papules . Our histologic exami- 
nation of the translucent papules of 
HPA did not show a decrease with 
fragmentation of the dermal elastic 
fibers as has been consistently report- 
ed for AKE.* Patients with AKE or 
their relatives sometimes have pal- 
mar and plantar hyperhidrosis.! The 
propositus did not have palmar and 
plantar hyperhidrosis, and our biopsy 
specimens did not show abnormal 
sweat glands; she did, however, give a 
history of "wrinkling" of the palms on 
immersion of the hands in water. 

Keratosis punctata palmaris et 
plantaris is said to be characterized 


by discrete, keratotic papules which 
usually are limited to the palms and 
soles, and which form shallow cuplike 
depressions when the papules fall off 
or are knocked off.? In HPA, the trans- 
lucent papules had in some areas coa- 
lesced to form plaques and they in- 
volved not only the dorsal but the 
volar aspects of the hands and feet. 
Moreover, the papules of HPA could 
not be knocked off. 

The propositus had eczema of the 
right hand, and her younger daugh- 
ter suffers from asthma. It is begging 
the question to label this family "atop- 
ic” and to draw the conclusion that 
the incidence of atopic diathesis is 
higher in families with HPA than it 
is in the general population. 

The translucent lesions of HPA 
first appear at or soon after puberty, 
starting as a few papules that gradu- 
ally increase in size and number as 
the years go by. Physical trauma 
needs consideration as an important 
precipitating factor in view of the 
specific locations of the lesions of 
HPA on the hands and feet. It seems 
that new lesions eventually cease to 
appear. In the propositus, the lesions 
ceased to appear around menopause. 
Even though new lesions failed to 
appear, existing ones did not disap- 
pear or decrease in size. 

Despite the epidermal abnormality 
in HPA, wound healing seemed to 
proceed normally. The sites from 
which our biopsy specimens were 
taken healed very well. It was of par- 
ticular interest that the HPA lesions 
recurred in the scars from the skin 
biopsies. 


This study was supported in part by the Resi- 
dents' Teaching Fund grant 731-4269-7, of the 
Department of Dermatology, Massachusetts 
General Hospital, Boston. 
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Klippel-Trenaunay-Weber Syndrome 
With Pulmonary Vein Varicosity 


Donald W. Owens, MD; Efrain Garcia, MD; Robert R. Pierce, MD; 


Fred F. Castrow II, MD, Houston 


A female adult with Klippel-Trenaunay- 
Weber syndrome is presented. Of particular 
interest was the presence of a pulmonary 
vein varicosity. It is suggested that venous 
abnormalities of an internal nature may be 
seen in the syndrome in addition to the 
characteristic varicose veins of the ex- 
tremities. 
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he Klippel-Trenaunay-Weber (K- 

T-W) syndrome is characterized 
by the triad of varicose veins, cuta- 
neous hemangiomas, and hypertro- 
phy of soft tissue and bone. It has 
been thought that venous malforma- 
tions occur solely in the extremities.! 
We have recently seen a woman with 
a pulmonary vein varicosity, a pre- 
viously undescribed finding in the K- 
T-W syndrome. Clinicians should be 
aware of this syndrome’s potential for 
vascular abnormalities of the visceral 
organs in addition to the well-recog- 
nized anomalies of the extremities. 


Report of a Case 


A 46-year-old white woman was first 
seen on Sept 9, 1970. She was born with an 
extensive port-wine nevus (nevus flam- 
meus) of the right side of her face, right 
thorax, right arm, and left leg. As long as 
she remembers, the right side of her body 
has been larger than the left. Additional- 
ly, she has had varicose veins of the left 
leg since childhood, treated surgically in 
1965. She complained of occasional pain in 
the right hand. The patient’s father died at 
age 42 and her mother died at age 65, both 
of unknown causes. The patient has one 
brother, age 51, and two sisters, aged 49 
and 53, all living and well. There is no his- 
tory of similar illness in the family. She 
has never married or been pregnant. 
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Examination revealed a port-wine stain 
of the right side of her face, neck, thorax, 
right arm, and left leg. There was marked 
hypertrophy on the right side of the upper 
half of her body with shortening of her left 
leg (Fig 1 and 2, Table). Mild venous var- 
icosities of the left leg were apparent. 
Compensatory scoliosis related to unequal 
leg (Fig 1 and 2, Table). Mild venous var- 
her physical examination was unremarka- 
ble. 

Laboratory studies including a complete 
blood cell count, urinalysis, protein-bound 
iodine, serum electrolytes, blood chemis- 
try studies using an automated multiple 
analysis system, and electrocardiogram 
were within normal limits. X-ray films of 
the skull showed flattening of-the left par- 
ietal calvarium but revealed no evidence 
of cerebral disease. An electroencepha- 
logram showed asymmetry of the occipital 
alpha rhythm and low-voltage theta slow- 
ing in the right temporal region. A chest x- 
ray film (Fig 3) showed a prominent vessel 
in the right lower lung field that was tor- 
tuous and thought to represent either an 
arteriovenous fistula or varicose pulmo- 
nary vein. The patient was subjected to 
right and left atrial and ventricular cathe- 
terization and selective pulmonary arter- 
iograms. Pulmonary arteriograms showed 
normal pulmonary vasculature except for 
the right inferior pulmonary vein, which 
was tortuous, elongated, and dilated (Fig 
4). Other studies showed normal hemody- 
namics and oxygen saturation throughout 
the cardiac chambers. Arterial blood gases 
and pulmonary function studies were 
normal. Nerve conduction studies of the 
right median nerve across the wrist 
showed a motor latency of 5.3 msec 
(normal, under 5.0 msec) and a sensory 
latency of 4.7 msec (normal, under 3.4 
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Fig 1.—Port-wine nevus of right side of face, 
neck, thorax, right arm, and left leg. Hypertro- 
phy of upper half of right side of body; atrophy 
of left leg. 


msec). Median motor conduction from el- 
bow to wrist was 50 meters/sec, which is 
within normal range. The nerve conduc- 
tion studies were consistent with median 
nerve compression at the wrist, indicating 
the carpal tunnel syndrome. 


Comment 


The association of varicose veins, 
soft tissue hypertrophy, bony hyper- 
trophy, and cutaneous hemangiomas 
of the port-wine type was first report- 
ed by Klippel and Trenaunay in 
1900? Without knowledge of their 
report, Parkes-Weber, in 1907, de- 
scribed the same triad in three pa- 
tients. At a later writing in 1918,‘ he 
noted the triad to include congenital 
arteriovenous fistula of the extremi- 
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ties. Some have preferred to separate 
the two entities and classify those 
patients with the Klippel-Trenaunay 
triad and arteriovenous fistula apart 
from those with no demonstrable ar- 
teriovenous fistula? Most recently, 
authors have preferred to group these 
vascular anomalies and growth 
changes under one term—the Klip- 
pel-Trenaunay-Weber  syndrome.5? 
This seems reasonable if the clinician 
remembers  arteriovenous fistulas 
may be a part of the syndrome and 
carefully excludes their presence. 
Certainly the existence of arterio- 
venous fistulas in these patients 
greatly affects therapy and prognosis. 
The patient presented in this report 
lacked signs suggestive of arterio- 
venous fistulas, having normal blood 
pressures in the four extremities and 
no bruits, thrills, or murmurs. 

The syndrome is rare, with less 
then 200 reported cases. At birth, or 
shortly after, most patients have cu- 
taneous hemangiomas of the port- 
wine type. As children begin to walk 
varicosities become obvious. Hyper- 
trophy usually becomes manifest sev- 
eral years later. The affected extremi- 
ty usually has bony hypertrophy and 
is longer than the unaffected one, 
though it may be shorter or the same 
length. Similarly, the affected ex- 
tremity usually has soft tissue hyper- 
trophy though atrophy may occur, in 
which case the unaffected limb is 
larger. 

The condition is usually unilateral 
and involves one extremity, most 
commonly a lower extremity.’ Rarely, 
it involves an entire side of the body 
producing hemihypertrophy. Even 
more rarely are crossed forms seen, as 
in this patient, where the arm on one 
side and the leg on the opposite side 
are involved. This patient was partic- 
ularly unusual in that her hemi-"hy- 
pertrophy” resulted from true hyper- 
trophy of the right side of her upper 
body and atrophy of the left leg. 
Lengthening of a lower extremity 
may result in compensatory scoliosis 
ofthe vertebral column. 

There has been considerable arm- 
chair theorizing concerning the cause 
of the K-T-W syndrome. It is non- 
familial? and is thought by most’ 
to represent a congenital vascular 





Fig 2.— Port-wine nevus is evident. Compen- 
satory scoliosis secondary to unequal leg 
lengths. 


malformation with hypertrophy of 
affected parts attributable to the ab- 
normal vascular development and 
associated increase of blood supply. 
Most of the patients who have had 
phlebograms have shown agenesis of 
deep venous channels!” and have not 
been helped by vein surgery.? 

The combination of the Sturge- 
Weber syndrome  (encephalofacial 
angiomatosis) and the K-T-W syn- 
drome is known, although rare.! 
These two syndromes have in com- 
mon the angiomatosis dysplasia but 
differ in that the Sturge-Weber syn- 
drome is dominantly inherited, has 
predominantly cephalic location of 
the vascular nevus in contrast to the 
extremities and body in the K-T-W 
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Fig 3.—Chest x-ray film showing prominent 
vessel in right lower lung field. 


Fig 4.—Pulmonary arteriogram demonstrat- 
ing varicosity of right inferior pulmonary vein. 





syndrome, and lacks the congenital 
varicose veins seen in the K-T-W 
syndrome. 

Pulmonary varicose veins are 
thought to be congenital. They are 
rare and the true incidence cannot be 
judged from the small number of 
cases reported." Initially they may be 
mistaken for pulmonary arterio- 
venous fistula, a finding seen in the 
Osler-Weber-Rendu syndrome. Since 
surgical removal is indicated for most 
pulmonary arteriovenous fistulas, the 
distinction between them and pul- 
monary varicose veins is important. 
Varicose veins of the extremities are 
prominent findings in the K-T-W 
syndrome and pulmonary varicose 
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Measurement of the Extremities in Centimeters 


Extremity or Area 





Acromion to olecranon 





Olecranon to styloid process 





Mid-arm (circumference) 





Mid-forearm (circumference) 





Hand (dorsum from distal head of first metacarpal 


to distal head of fifth metacarpal) 





Carpus (to tip of middle finger, palmar surface) 





lliac crest to lateral malleolus 





Mid-thigh (circumference) 





Mid-calf (circumference) 


veins in the general population are 
rare. Therefore, it seems likely that 
the pulmonary vein varicosity in this 
patient has more than a fortuitous 
association with the patient's other 
vascular anomalies. Certainly, it is 
true that unusual, possibly associated 
abnormalities occur frequently in 
rare syndromes. Close observation of 
patients who have the K-T-W syn- 
drome for internal venous anomalies 
will be necessary to prove if this is 
only a chance association. Pulmonary 
varicose veins are asymptomatic and 
easily overlooked on routine chest 
radiographs, and consequently may 
have gone undetected in earlier re- 
ports of the K-T-W syndrome. 
Another noteworthy finding in this 
patient was the presence of the carpal 
tunnel syndrome. The median nerve 
is subject to this entrapment neuro- 
pathy at the wrist as it passes be- 
neath the transverse carpal ligament 
in company with the flexor tendons. 
This condition may result from a va- 
riety of causes, most commonly non- 
specific chronic tenosynovitis.? Fi- 
nite space occupying lesions may pro- 
duce the syndrome, such as a dislocat- 
ed carpal bone, ganglion, or one of the 
various connective tissue tumors, 
such as a lipoma or giant cell tumor of 
the tendon sheath. Additionally, 
infectious diseases such as tuberculo- 
sis may produce compression at the 
wrist. Increased fluid retention, asso- 
ciated with the condition of pregnan- 
cy, and systemic diseases, such as 
gout, myeloma, amyloidosis, myxede- 
ma, acromegaly, sarcoidosis, and 





rheumatoid arthritis, occasionally 
cause the condition. It seems likely 
that the hypertrophy of tissues in 
combination with increased vascular- 
ity was responsible for this lady's 
median nerve entrapment with the 
resultant carpal tunnel syndrome. 
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Pustular Necrotizing 


Angiitis 


Luis A. Diaz, MD; Thomas T. Provost, MD; 


Thomas B. Tomasi, Jr., MD, PhD, Buffalo, NY 


Two patients had generalized pustules 
which subsequently ruptured producing 
punched-out, necrotic ulcers. A clinical 
diagnosis of necrotizing angiitis was made 
which was confirmed by skin biopsy. Re- 
sults of all viral, bacterial, and immunologi- 
cal studies were negative. Both patients 
responded rapidly to large doses of corti- 
costeroids. 


AN T angiitis describes sev- 
eral clinical disorders charac- 
terized histologically by inflamma- 
tion and fibrinoid necrosis of arteries 
and veins.'? The following five major 
types, each of which has characteris- 
tic clinical and histological features, 
have been proposed by Zeek? and 
modified by Braverman*: (1) periar- 
teritis nodosa, (2) allergic granuloma- 
tosis, (3) Wegener granulomatosis, (4) 
leukocytoclastic (hypersensitivity) 
angiitis, and (5) giant cell arteritis. 
However, it is difficult at times to es- 
tablish the precise diagnosis since the 
various types of angiitis show some 
common clinical and histological fea- 
tures. Indeed, some authors state that 
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the various types of necrotizing angi- 
itis are closely related.'? 

Hypersensitivity or leukocytoclas- 
tic angiitis, a form of necrotizing an- 
giitis, is characterized histologically 
by an acute inflammatory process 
involving small vessels, associated 
with fibrinoid necrosis and nuclear 
fragmentation of neutrophil leuko- 
cytes (leukocytoclasis).2° Several 
etiological agents have been implicat- 
ed such as “allergic” responses to 
drugs,?*!' infections,"*!*  foods,? 
food dyes,'5 and drug abuse.'^'* Hy- 
persensitivity angiitis has been found 
associated with underlying systemic 
diseases such as connective tissue dis- 
orders,?:92? cryoglobulinemia?'?? and 
lymphoproliferative disorders.!9:292275 
However, in most cases no cause can 
be established. 

The clinical manifestations depend 
upon the organs involved, ie skin, 
kidney, gastrointestinal tract, respir- 
atory tract, cardiovascular and nerv- 
ous systems. The cutaneous features 
vary and include macules, urticaria, 
petechiae, ecchymosis, vesicles, bul- 
lae, ulcers, and gangrene. In review- 
ing the literature, *9!2293! we were 
unable to find a description of necro- 
tizing angiitis presenting as a gener- 
alized pustular eruption. In this pa- 
per, we report two cases in which a 
generalized pustular eruption was 
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Fig 3.—Pustular eruption on the anterior aspect of the right leg (pa- 


tient 2). 





blood vessels. Note nuclear fragmentation of the polymorphonuclear leukocytes (hematoxylin- 
eosin, original magnification x 54). Right, Skin biopsy specimen from patient 2 showing leukocyto- 
clastic angiitis in dermal blood vessels. There is fibrinoid necrosis and fragmentation of leuko- 
cytes (hematoxylin-eosin, criginal magnification x 25). 


the only cutaneous manifestation of a 
leukocytoclastic angiitis. 


Report of Cases 


CasE 1.— A 35-year-old white man was 
in good health until six weeks before ad- 
mission when he developed a sore throat 
associated with arthralgias of his ankles, 
knees, elbows, and wrists. Three weeks 
later, small, painful pustules appeared on 
his right lower eyelid, right leg, and in his 
mouth, which later ulcerated. Despite 
treatment with aspirin, propoxyphene 
hydrochloride, and penicillin G procaine, 
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new pustules continued to develop and 
became generalized one week before ad- 
mission. Review of history was noncontrib- 
utory. There was no history of ingestion 
of any drugs before the onset of the illness, 
and the patient had no known allergies. 
Physical examination revealed an alert, 
acutely ill man complaining of severe joint 
pain on motion. His vital signs were blood 
pressure, 130/70 mm Hg; pulse rate, 104 
beats per minute and regular; respirations 
16/min; and temperature, 38.8 C. Minimal 
pressure applied to the skin produced 
pain. Chest examination revealed bilater- 
al rhonchi, but the chest x-ray film was 
normal. His abdomen was soft, and bowel 


sounds were present. The liver was firm, 
slightly tender, 1.5 cm below right costal 
margin. There was no lymphadenopathy 
or splenomegaly. 

Examination of the skin revealed soli- 
tary pustules in various stages of develop- 
ment surrounded by a vivid erythematous 
halo (Fig 1). The earliest lesions arose on 
an erythematous macular base and 
evolved into nonumbilicated, tense, dome- 
shaped pustules. Some were also hemor- 
rhagic. No petechiae, splinter hemor- 
rhages, Osler nodes or Roth spots were 
seen. Upon rupture, the pustules produced 
a thick yellow-white coagulum which, 
when removed, revealed deeply punched 
out necrotic ulcers. Lesions were present 
in the mouth and on the face, arms, legs, 
scrotum, and penis, but the palms and 
soles were spared. 

The results of diagnostic studies are 
summarized in the Table. Results of the 
following were negative: latex fixation, 
antinuclear antibody determinations, di- 
rect antiglobulin (Coombs) test, and anti- 
streptolysin, cryoglobulin, cold aggluti- 
nins, and Australia antigen determina- 
tions. Serum complement (total hemolytic 
complement [CH,,]) was 34 (normal, 30 to 
45) and C3 was 216 (normal, 116 to 186). A 
skin biopsy specimen of a small pustule 
established the diagnosis of severe leuko- 
cytoclastic angiitis (Fig 2). All four blood 
cultures and bacterial and viral cultures of 
pustules were sterile. The cultures of the 
pustular material failed to demonstrate 
aerobic, anaerobic, or fungal growth. No 
viral inclusions were demonstrated by 
Tzanck smear or by examination of the 
pustular contents with electron microsco- 
py. A liver biopsy specimen demonstrated 
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mild focal necrosis with multinucleated 
giant cell formation. No evidence of hema- 
turia or proteinuria was detected on re- 
peated urinalysis during the course of the 
disease. 

The patient responded rapidly to 100 mg 
of prednisone per day orally. Within 48 
hours, new lesions ceased to form and ex- 

. isting lesions began to heal. The patient's 
recovery was complicated by a staphylo- 
coccal abscess beneath a necrotic skin ul- 
cer on his right hand, which responded to 
drainage and oxacillin sodium. Shallow 
depressed scars remained after the ne- 
crotic ulcers healed. One year later the 
patient is asymptomatic and has no evi- 
dence of disease. Liver function is now 
normal, 

Cast 2.—À 66-year-old white woman 
was admitted to the hospital with a gener- 
alized pustular eruption. The patient was 
apparently well until ten days prior to 
admission when she developed pustules 
and fever. Medical history revealed the 
patient had a degenerative arthritis which 
had been treated with phenylbutazone. 
The phenylbutazone had been discontin- 
ued three days before admission. During 
the week before hospitalization, the pustu- 
lar dermatitis became generalized. 

Physical examination revealed an el- 
derly woman in acute distress. Her vital 
signs were blood pressure, 110/70 mm Hg; 
pulse, 140 beats per minute and regular; 
respirations, 16/min; and temperature, 
38.3 C. The patient complained of severe 
pain with the slightest manipülation of 
her skin. Chest examination revealed 
scattered rales in both bases. The abdo- 
men was soft and nontender. No organom- 
egaly,lymphadenopathy, or arthritis were 
present. Results of neurological examina- 
tion were within normal limits although 
the patient was depressed. The toes and 
the distal portion of the right foot were 
cyanotic. Peripheral pulses were generally 
diminished, and the right posterior tibial 
and dorsalis pedis pulses were absent. 

The patient had a generalized pustular 
eruption. The distal extremities were the 
most heavily involved, but the palms and 
soles were spared (Fig 3). There was ini- 
tially no evidence of mucous membrane 
involvement. The earliest lesion was a 
single discrete 1- to 2-mm vesiculopustule. 
Erythema was not a prominent feature. 
No petechiae or splinter hemorrhages 
were seen. Pustules ranging from 5 mm to 
3 cm were in various stages of evolution. 
Rupture of a pustule produced a thick yel- 
low-white coagulum. The base of the bulla 
was a deep, punched-out, sharply demar- 
cated necrotic ulcer. 

Soon after entering the hospital the pa- 
tient had an episode of hematemesis and 
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melena. Gastroscopic examination re- 
vealed several areas of punctate bleeding 
in the esophagus and stomach. An upper 
gastrointestinal series was normal. 

Laboratory data are presented in the 
Table. Results of the following were nega- 
tive: latex fixation, antinuclear antibody 
determination, Coombs test, and anti- 
Streptolysin, cryoglobulin, cold agglutinin, 
and Australia antigen determinations. 
Serum complement (CH50) was 75 and C3 
was 142. Most noteworthy are the white 
blood cell count of 44,000/cu min, hemo- 
globin value of 7.2 gm/100 ml, creatinine 
content of 2.4 mg/100 ml and uric acid lev- 
elof 17 mg/100 ml. A skin biopsy'specimen 
of a pustule established the diagnosis of a 
severe leukocytoclastic angiitis (Fig 2, 
right). Repeated gram stains and Tzanck 
smears revealed no evidence of bacteria or 
virus. Three blood cultures and viral and 
bacterial cultures of the pustular material 
were sterile. The pustular material was 
cultured for aerobic, anaerobic bacteria, 
and fungi in addition to viruses. 

The patient was treated intravenously 
with 80 mg of methylprednisolone daily. 
Soon after initiating treatment small ne- 
crotic ulcers appeared on the soft palate 
and tongue. These ulcers together with the 
cutaneous pustules began to heal within 
36 hours. The fever subsided, the gastroin- 
testinal bleeding stopped, and. the pa- 
tient's general condition rapidly improved. 
No evidence of hematuria or proteinuria 
was present during the course of the dis- 
ease. 

All laboratory values returned to nor- 
mal during the next four to six weeks. 
Bone marrow examination revealed de- 
pleted iron stores. With hydration, the 
creatinine and uric acid values returned to 
normal. The cyanosis of the right foot per- 
Sisted, and gangrene of the distal foot de- 
veloped. Arteriograms of the right foot 
revealed partial arterial obstruction. Os- 
teomyelitis of the right tarsal bones devel- 
oped, and a below-the-knee amputation of 
the right leg was performed four months 
after the onset of the angiitis. 

The patient’s cutaneous lesions gradual- 
ly healed leaving shallow, sharply demar- 
cated scars. Steroids were gradually dis- 
continued over a four-month period. Eight 
months after the initial hospitalization, 
the patient had no evidence of angiitis. 

Fluorescent Antibody Studies. — Skin 
biopsies of small pustules were obtained 
with 4-mm punches and immediately snap 
frozen and stored at —70 C until studied. 

Direct immunofluorescent studies of the 
patient's skin biopsy specimens were per- 
formed using rabbit monospecific antisera 
to human IgG, IgM, and IgA. The prepara- 
tion of these antisera has previously been 


described.9?9* All antisera were judged to 
be monospecific by immunoelectrophoresis 
and gel double diffusion against normal 
human sera. The antisera were tagged 
with fluorescein isothiocyanate according 
to the method of Clark and Sheppard.* 
Unitage assay was performed according to 
Beutner et al.** The fluorescein to protein 
(F:P) molar ratio of these antisera are IgG, 
3.8; IgM, 3.8; IgA, 2.8. The F:P molar ratio 
of commercial rabbit antihuman C8 anti- 
sera was 3.3. Normal human skin from 
volunteers served as negative controls 
while skin biopsies taken from patients 
with systemic lupus erythematosus and 
bullous pemphigoid served as positive con- 
trol for these antisera. 

Humoral antibodies against skin base- 
ment membrane were sought by layering 
the patient’s sera over normal human and 
guinea pig skin and then staining with a 
rabbit antihuman globulin antisera (F/P 
ratio 4.0) ; 

We were unable, by direct immunoflu- 
oresceni studies of the patient's skin, to 
demonstrate immunoglobulin or comple- 
ment deposition in the intercellular epi- 
thelial spaces or along the basement 
membrane. There was diffuse IgG and C3 
deposition throughout the dermis. We 
could not, however, demonstrate localiza- 
tion of IgG or C8 to dermal blood vessels or 
to their immediate adjacent area. 

Indirect immunofluorescent studies 
employing serum from patient 1 failed to 
demonstrate squamous intercellular or 
basement membrane staining of homolo- 
gous or guinea pig skin. 

Comment 

The two patients were strikingly 
similar since each had an exquisitely 
painful generalized pustular disease. 
The skin biopsy specimen from each 
patient revealed a severe hypersensi- 
tivity (leukocytoclastic) angiitis in- 
volving dermal vessels of all sizes. 
The pustules were sterile and con- 
tained necrotic material from the 
dermis together with whole and frag- 
mented leukocytes. The roof of the 
pustular bulla was the epidermis or 
in some instances the stratum cor- 
neum. In some sections necrotic de- 
bris separated the stratum corneum 
from the epidermis giving the histo- 
logical appearance of a subcorneal 
pustular dermatosis. 

Pustular lesions have been de- 
scribed by Churg and Strauss?$ as a 
clinical feature of allergic granuloma- 
tosis, a form of necrotizing angiitis. 
These pustules, however, were ac- 
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Laboratory Studies in Two Cases of Pustular Necrotizing Angiitis 


Patient 1 


Patient 2 





Hgb 


12.4 gm/100 ml 


7.2 gm/100 ml 





Hct 


38.2% 


21.5% 





WBC 


21,900/cu mm 


44,000/cu mm 





Differential 
cell count 
Segmented 
Band 
Lymphocytes 
Monocytes 
Eosinophils 


66 
15 
15 
2 
2 


73 
22 
3 
2 
0 





Platelets 


352,000/cu mm 


766,000/cu mm 





Prothrombin time 


Normal 


Normal 





Fibrinogen 


Normal 


Normal 





Fibrin degradation 


Negative 


Negative 


products 





Glucose 127 mg/100 ml 


198 mg/100 ml* 





Creatinine 


0.8 mg/100 ml 


2.7 mg/100 ml 





Total bilirubin 


0.6 mg/100 ml 


0.2 mg/100 ml 








Alkaline phosphatase; 
normal, 0.8 to 2.9 
units/100 ml 





SGPT; normal, 5 to 
35 IU 





SGOT; normal, 7 to 
27 lU 








LDH; normal, 100 
to 250 IU 


Uric acid 








*Patient receiving steroids systemically. 


companied by other cutaneous lesions 
of angiitis and were not considered a 
prominent feature. As far as we can 
determine, generalized pustules of 
the extent seen in these patients have 
not been previously reported in necro- 
tizing angiitis. 

Small pustules have been reported 
in a few patients with acute febrile 
neutrophilic dermatosis (Sweet syn- 
drome). The cutaneous manifestions 
of this disease are characterized 
by painful, raised, erythematous 
plaques. Pustules, when they occur, 
are small and have not been consid- 
ered a prominent cutaneous feature 
of the disease.?*?* The morphological 
features of our patients’ disease did 
not resemble the cutaneous features 
of acute fibrile neutrophilic dermato- 
sis. 

Each patient had evidence of sys- 
temic involvement although initially 
this was not prominent. Both patients 
had fever, leukocytosis, and mucous 
membrane involvement. Patient 1 
had arthritis and abnormal results of 
liver function studies. Histologically, 
there was a focal necrosis of hepatic 
cells, which was presumed to be sec- 
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mg/100 ml 


487 
17.1 mg/100 ml 





ondary to the angiitis. Hepatic arteri- 
al involvement in hypersensitivity 
angiitis has previously been reported 
in seven patients.?? 

In patient 2 gastroscopic examina- 
tion revealed hemorrhagic puncta in 
the esophagus and stomach. Al- 
though we have no histological proof, 
these findings may have resulted 
from a necrotizing angiitis. Angiitis 
may also have contributed to the de- 
velopment of gangrene of the right 
foot in patient 2, but severe arterio- 
sclerosis was probably the more im- 
portant factor. 

Hypersensitivity (leukocytoclastic) 
angiitis can be produced experimen- 
tally in the Arthus or the Shwartz- 
man phenomena.**? The Arthus re- 
action results from the deposition of 
immune complexes and complement 
in blood vessels. In the Shwartzman 
phenomenon, microthrombi form as a 
result of endothelial injury and possi- 
bly complement activation.!'*? 

We were unable to find evidence of 
immune complex disease in our pa- 
tients. Serum complement was nor- 
mal or elevated in both. Since serum 
complement levels reflect the balance 


between complement synthesis and 
complement consumption, an in- 
creased synthetic rate could theoreti- 
cally compensate for the complement 
consumption by immune complexes 
with the net result being a normal 
serum complement level.** 

Rheumatoid factor and cryoglobu- 
lins, two serological abnormalities 
known to be associated with immune 
complexes, were not demonstrated in 
the patient's serum. The absence of 
rheumatoid factor and cryoglobulin 
might be explained by the acute na- 
ture of the illness. Subacute bacterial 
endocarditis does not manifest rheu- 
matoid factor activity until the dis- 
ease has been present for at least six 
weeks." Cream? has shown that 
cryoglobulins occur in patients suffer- 
ing from vasculitis only after the dis- 
ease has been present for at least sev- 
eral months. 

Direct immunofluorescence of the 
skin biopsy specimen failed to demon- 
strate localization of immunoglobu- 
lins or complement in or around der- 
mal blood vessels. Recent reports 
have shown that in approximately 
50% of patients with leukocytoclastic 
angiitis, there is deposition of immu- 
noglobulins and complement within 
dermal blood vessel walls.'?' Our 
negative findings could have resulted 
from the severe inflammatory infil- 
trate, ie, leukocytic destruction of the 
antigenic determinants of the com- 
plement components and immuno- 
globulins. However, a more likely 
explanation may be that the biopsies 
were performed late in the evolution 
of the angiitis. Cream et al^ have 
found that timing is critical in dem- 
onstrating, by direct immunoflu- 
orescence, vascular localization of 
immune complexes and complement 
in experimental angiitis. Within four 
hours of inducing an Arthus type re- 
action with ovalbumin in previously 
sensitized rabbits, immune complex- 
es can readily be localized in and 
about blood vessels. Thereafter, local- 
ization in the vessels cannot be dem- 
onstrated. 

Repeated attempts to demonstrate 
Australia antigen in both patients 
failed. In some patients with periar- 
teritis nodosa, Australia antigen has 
been found in the serum and in the 
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walls of diseased vessels together 
with immunoglobulins and comple- 
ment.**®? These complexes have been 
postulated to play a pathogenic role 
in some cases. 

We were unable to implicate drugs 
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as a possible etiologic factor!in pa- 
tient 1. However, patient 2 had been 
taking phenylbutazone until three 
days before admission, and this drug 


has been considered causative in a’ 


few patients. 
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In Vitro Monitoring 

of Amphotericin B 
Therapy in Disseminated 
Coccidioidomycosis 


Kenneth Borchardt, PhD; Kenneth Litwack, MD; 
Axel Hoke, MD; May Imori, MA, San Francisco 


An in vitro method for monitoring a pa- 
tient's response to therapy in disseminated 
€occidioidomycosis is presented. The pro- 
cedure consists of direct microscopic 
examination for spherules and an evalua- 
tion of growth characteristics of the endo- 
spores in saline solution at timed intervals. 
The results correlated with both the skin 
and complement-fixation tests. This tech- 
nique assists the clinician in measuring 
response to amphotericin B treatment and 
in determining when adequate therapy has 
been achieved. 


he course of disseminated coccid- 

ioidomycosis is usually evalu- 
ated by skin and serologic tests. An 
additional simple in vitro procedure 
that enables the clinician to monitor 
a patients response to therapy is de- 
Scribed in this report. 

In April 1971, a 40-year-old black 
man was referred from the San Fran- 
cisco Kaiser Clinic to the Public 
Health Service Hospital for evalua- 
tion and treatment of disseminated 
coccidioidomycosis. A biopsy speci- 
men (Fig 1) and culture (Fig 2) from a 
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lesion on the left hand (Fig 3) con- 
firmed the diagnosis. 


Methods 


From an open source (in our patient, the 
lesion on the hand), the specimen (pus and 
tissue debris) was obtained on a sterile, 
cotton-tipped applicator stick that was 
previously moistened with sterile isotonic 
saline solution. It is placed in a sterile 
16 x 125-mm screw-capped tube contain- 
ing 2 ml of sterile saline solution and 
gently agitated to remove the material 
from the cotton. 

To obtain a specimen from a healed site, 
the skin is first disinfected with 70% iso- 
propyl alcohol; 0.5 cc of saline solution is 
then injected subcutaneously with the use 
of a tuberculin syringe with a 25-guage 
needle, aspirated, and placed in the same 
type container with 2 ml of saline solution. 

After settling for ten minutes, 2 drops 
are removed from the bottom of the tubes 
with a Pasteur transfer pipet, placed on a 
glass slide, and examined immediately 
under a cover glass for spherules. A slide 
culture can be made by sealing the edges 
of the cover glass with petrolatum and 
incubating it at room temperature over- 
night.’ Germ tubes can be observed de- 
veloping from the spherules in several 
hours. 

The remaining specimen in each tube is 
incubated at room temperature and ob- 
served macroscopically and microscopical- 
ly for mycelial growth at 24, 48, and 72 
hours (Fig 4 to 6). 
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Fig 2. — Mycelial phase of Coccidioides immi- 
tis demonstrating arthrospores (lactophenol 
cotton blue, x 1,000). 


Fig 1. — Biopsy of tissue from left hand show- 
ing spherule (hematoxylin-eosin, x 400). 





Fig 4. — Saline culture of spherule at 24 hours 
(x 400). 


Fig 5. — Saline culture of spherule at 48 hours 
(x 400). 


Results 


In the Table, the results from the 
complement-fixation tests (CF) are 
correlated with those from skin tests, 
microscopy for spherules, and devel- 
opment of hyphal elements at 72 
hours. Clinical (Fig 7) and immuno- 
logic responses correlate well with 
failure to demonstrate spherules and 
hyphal growth. 





Comment 


Fig 7.—Healed lesion on left hand (April 


1972). During treatment of coccidioidomy- 


cosis, the clinician may employ the 


Correlation of CF Titers, Skin Tests, Microscopy, and Culture* 




























































Microscopy Hyphal 
for Growth at 
Date Cocci CF Skin Test, mm Spherules 72 hr 
April 1971 — 5 + 
May 1971 1:128 -— + 
June 1971 1:256 <5 + 
July 1971 sas = + + 
Aug 1971 1:128 <5 + + 
Sept 1971 TE = + = 
Oct 1971 1:64 14 + + 
Nov 1971 1:32 — + = 
Dec 1971 1:32 = + + 
Jan 1972 1:32 14 + + 
Feb 1972+ 1:16 = 0 0 
March 1972 1:16 = 0 0 
April 1972 1:32 — 0 0 
May 1972 1:16 = 0 0 





*— not tested; O, negative test; +, positive test. 
tTherapy discontinued. 
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Fig 3.—Lesion on left hand (April 1971). 


Fig 6.—Saline culture of spherule at 72 hours 
(x 400). 


skin, CF? and fluorescent antibody 
tests to measure the patient’s re- 
sponse to therapy.?* However, none of 
these yields information regarding 
the in vivo viability of the spherules 
or suggests when adequate therapy 
has been attained. 

The technique outlined in this re- 
port, that is, microscopic examina- 
tions for spherules and subsequent 
culture for hyphal elements from 
clinically involved as well as healed 
cutaneous sites at regular intervals, 
may add a useful modality in evaluat- 
ing prognosis and determining an end 
point for therapy. The clinician can 
continue to assess the patient after 
therapy has been given for evidence 
of recrudescence. Also, the hazard of 
arthrospore dissemination is elimi- 
nated by allowing spherules to prolif- 
erate only in saline solution and not 
on the usual culture media. 
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A new and potent steroid ester in 
a unique new vehicle, effective 


without occlusion... even in psoriasis ™ 
The active ingredient in new Benisone* Gel $ 
(betamethasone benzoate) is completely in solu- ! 


tion... to enhance rapid, maximal percutaneous 
absorption. 

Benisone Gel contains a potent fluorinated 
corticosteroid with antipruritic and anti-inflam- 





matory activity against a variety of dermatoses ~~ 


in both adults! and children.* It is effective 


without occlusion even in psoriasis.and few - 


side effects have been observed.'6 
Benisone Gel is cosmetically elegant . . 


non-staining, water-washable and non-waxy. 


Moreover, it is free of parabens or other poten- B 
tially sensitizing preservatives...because the ve- & 


Seborrheic Dermatitis 


hicle components them- 
selves maintain sterility. 


* OVERALL RESPONSE: 


. on 
either smooth or hairy skin surfaces. It dries to © 
a colorless, transparent film that is non-sticky, - 








81% GOOD TO EXCELLENT ON BENISONE GEL VS. 18% WITH PLACEBO!5 
Disease Category: (40 patients in each group) 
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Economical in cost and | 
: " : Eczematous P< 001 
coverage, this unique gelis  Dermatoses | 
easy to spread for maxi- T" — 
mal steroid availability 
; Seborrheic 95% 
...doesnt run or cake... Desi P<001 
and therefore avoids $a — 
medication waste. conn ' 
"*Severity of erythema and thickness of plaque decreased dermatitis) 0 10 20 30 40 50 60 70 80 90 100 
46-52% on Benisone Gel vs. 10-12% on placebo g E S 
% of patients with good to excellent response © Benisone Gel 
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High vasoconstrictive effect ^* ... A 
modified Stoughton-McKenzie open 
assay was used to measure and com- 
pare the vasoconstrictive effect of 
Benisone Gel and 12 of the most wide- 
ly used fluorinated steroid formula- 
tions. The following findings, listed 
in descending order of vasoconstric- 
tive effect by type of vehicle, clearly 
demonstrate the superiority of Beni- 
sone Gel: 














Benisone Gel f ointments solution | lotion 
tar 1.35* 0.65* 0.50* 


*Mean index number. Although results of standardized assays of vaso- 
constrictor activity cannot be assumed to indicate topical efficacy in derma- 
tologic therapy, they reliably measure a biologic effect, appear to have 
definite predictive value, and correlate well with clinical activity in 
patients with inflammatory dermatoses 


Cosmetically elegant on both smooth 
or hairy surfaces . . . non-greasy, non- 
staining, quick-drying, water-washable. 
Completely in solution (in a transpar- 
ent gel) . . . for rapid, maximal percu- 
taneous absorption. 


Clinically effective without occlusion* 


—even in psoriasis”. . antipruritic . . . 
anti-inflammatory. 

Self-preserving . . . paraben-free. 
Economical in cost and coverage . . . 
easy to spread, no running or caking— 
therefore no wasted medication. 





Caution: Federal law prohibits dispensing without a 
prescription. 

Benisone* Gel 0.025% contains the active steroid com- 
pound betamethasone benzoate, the 17-benzoate ester of 
betamethasone, having the chemical formula of 9a- 
fluoro-11B. 17. 21-trihydroxy-168- methylpregna-1, 4- 
diene-3, 20-dione 17-benzoate 

Benisone" Gel contains betamethasone benzoate in a 
specially formulated gel base consisting of 13.8% (w/w) 
alcohol, carboxy-vinyl polymer, propylene glycol, di- 
sodium edetate. diisopropanolamine and purified water 
The gel is self-liquefying, clear, greaseless and non- 
staining 

In this formulation the active ingredient is completely 
solubilized and remains in the clear film without crys- 
tallization after evaporation of volatile substances. 


Indications: Benisone Gel (betamethasone benzoate) is 
intended for topical application for svmptomatic. relief 
and adjunctive management of the inflammatory manites- 
tations of corticosteroid-responsive dermatoses 


Contraindications: Topical steroids are contraindicated 
in viral diseases of the skin, such as varicella and 
vaccinia 

Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the com- 
ponents of the preparation 

This preparation is not for ophthalmic use 


Precautions: If irritation develops, the gel should be 
discontinued and appropriate therapy instituted 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If 
a favorable response does not occur promptly, the corti- 
costeroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid and 
suitable precautions should be taken. 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, the safety of their 
use in pregnant females has not absolutely been estab- 
lished. Therefore, they should not be used extensively 
on pregnant patients, or in large amounts, or for pro- 
longed periods of time. Due to the alcohol content of the 
vehicle, Benisone Gel (betamethasone benzoate) may 
cause mild, transient stinging without irritation if used 
on excoriated skin 
Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning 
sensations, itching, irritation, dryness, folliculitis, sec- 
ondary infection, skin atrophy, striae, hypertrichosis, 
acneform eruptions and hypopigmentation 


Dosage and Administration: Apply to affected areas 
2 to 4 times daily as needed 


Supplied: Benisone Gel is supplied in 15 gm and 60 
gm tubes 


References: |. Study CR-BG-IST, Data on file, Warner- 
Lambert Research Institute. 2. Study CR-BG-13C, Data 
on file, Warner-Lambert Research Institute. 3. Study 
CR-BG-ILU, Data on file, Warner-Lambert Research In- 
stitute. 4. Study CR-BG-13U, Data on file, Warner- 
Lambert Institute. 5. Study CR-BG-13R, Data on file, 
Warner-Lambert Research Institute. 6. Study V. 1.12 
2301 2372, Data on file, Warner-Lambert Research Insti- 
tute. 7. Study CR-BG-IV, Data on file, Warner-Lambert 
Research Institute. 8. Stoughton, R. B. Corticoster- 
oids in psoriasis. in Farber, E. M., and Cox, A. J. (Eds) 
Psoriasis, Proceedings of the International Symposium, 
Stanford University, 1971, Stanford, California, Stanford 
University Press, 1971, Chap. 40, pp. 367-375 


*Overall response 81% good to excellent on Benisone Gel vs 


18% with placebo 


*Severity of erythema and thickness of plaque decreased 46- 


52% on Benisone Gel vs. 10-12% on placebo 
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THE METROPOLITAN DERMATOLOGICAL 
SOCIETY OF LOS ANGELES 


April 25, 1972 


Jack E. McCleary, MD, Recorder 


Atypical Mycobacterium Infection 
After a Rabbit Bite. Presented by 
Rosert I. FREEDMAN, MD 
A 9-year-old boy was bitten on the right 

index finger by a pet rabbit in October 

1971. The bite became infected, was slow 

to heal, and an ulcer developed slightly 

distal to the bite. Subsequent to the rab- 
bit bite, -the patient remembers that he 
cleaned his tropical fish aquarium. Exami- 
nation showed a firm, button-like ulcer on 
the right index finger. There were several 
firm subcutaneous nodules ranging from 

0.5 to 1.0 cm in a linear fashion along the 

right forearm. The patient’s purified pro- 

tein derivative (PPD) 2 reaction was 4+. 


A Parakeet Bite. Presented by LEAH 

Fisuer, MD. 

A 37-year-old white man, who is a swim- 
ming pool maintenance worker, was bitten 
on the proximal joint of the right index 
finger by his pet macaw. This formed a 
wound which never healed. The original 


lesion persisted for several months, and, ' 


thereafter, a second granuloma appeared 
adjacent to it. The area became markedly 
inflamed and was treated with penicillin. 


. In addition to his occupation, the patient 


cleans salt and fresh water fish aquaria. 


Pasteurella Multocida Infection From 
Dog Bite. Presented by Morton D. 
Scribner, MD. 

A 57-year-old white woman sustained a 
superficial dog bite on her right forearm in 
February 1972. Two weeks later, she de- 
veloped small, pruritic nodules on the dor- 
sal surface of the arm. There was no re- 
gional adenopathy. A small amount of 
suppurative material from one nodule was 
cultured and grew Pasteurella multocida. 


Discussion 


Dr. PauL HinscH: The biopsy specimen 
of the first case shows a marginated gran- 
ulomatous infiltrate throughout varying 
levels of the dermis. There is a defect in 
the dermal infiltrate suggesting that a 
caseating or necrotic mass dissolved out 
during the tissue processing. The infiltrate 
is composed of epithelioid cells, multinu- 
cleated giant cells, and a peripheral rim of 
lymphocytes and large monocytes. The 
microscopic differential diagnosis is that of 
a caseating, granulomatous infiltrate pos- 
sibly due to a mycobacterium (including 
atypical mycobacterium), sporotrichosis, 
cat scratch disease, and tularemia. Roü- 
tine acid-fast stains were negative for or- 
ganisms, but auramine O stain for myco- 
bacteria, examined under fluorescent 
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light; revealed an organism with the mor- 
phologic structure of mycobacteria. The 
clinical findings did not substantiate the 
other; clinical impressions, in particular 
cat seratch disease. It is my opinion that 
this patient has a cutaneous infection 
due to a mycobacterium, probably an atyp- 
ical form. 

In the second case, the biopsy specimen 
showed a noncaseating granuloma involv- 
ing the deep dermis, composed of multinu- 
cleated giant cells, large monocytes, and 


some lymphocytes. There is no evidence of _ 


caseating or fibrillar necrosis. Sections 
stained with auramine 0 and examined 
under fluorescent microscopy were nega- 
tive for organisms. The PAS-stained sec- 
tions and fluorescent PAS-stained sections 
were negative for mycelial and spore-like 
organisms. This biopsy material does not 
represent a mycobacterial or fungus infec- 


tion. It is a noncaseating granuloma; the 


cause is unknown. 

In the third case, the ulcer is Daremat 
ed, and beneath it is a fibrinous coagulum 
with nuclear debris and an edematous 
surrounding stroma. The underlying in- 
flammatory infiltrate is of the reactive 
type and not diagnostic for a specific gran- 
uloma. Various stains for fungi and acid- 
fast bacilli were performed and were all 
negative. In summary, we have three pa- 
tients with reactive inflammation, some 
showing specific granulomatous inflam- 
mation and presenting variable clinical 
pictures. The microscopic findings may not 
always be conclusive, so one should also 
obtain cultures from the granulomatous 
sites, not only for routine bacteria but also 
for the typical and atypical mycobacteria. 
It is my interpretation that Dr. Freed- 
man’s patient has a mycobacterial granu- 
loma, while the other two patients have 
nonspecific reactive inflammatory pro- 
cesses. 

Dr. Leo INDIANER: I disagree that atypi- 
cal mycobacteria are present as a zonal 
stellate process. We may see an epithelioid 
cell granuloma, a nonspecific dermatitis, 
or abscess formation. To have the trizonal 
characteristics of central caseation necro- 
sis, a second zone of epithelioid cell reac- 
tion and an outer zone in which the pre- 
dominant cell is the lymphocyte with asso- 
ciated plasma cells, would be unusual for 
the atypical mycobacteria. This triple zone 
is usually associated with cat scratch dis- 
ease or tularemia. An interesting review 
of the cutaneous manifestations, histologi- 
cally, of cat scratch disease was presented 
by Dr. Helwig, in which he studied both 
the lymph node and the skin findings. He 
found that the cutaneous manifestations 
are exactly as in the lymph nodes, these 
triple zones. Atypical mycobacteria, under 
the fluorescent microscope, are long, fat, 
and can be atypical in shape. Whenever I 
have been. able to demonstrate three or 
more organisms within an abscess, I have 
been able to grow them out of the material 
from the biopsy specimen. Thus, the num- 
ber of organisms and their appearance 


under fluorescence are important. I do not 
think cat scratch disease can be eliminat- 
ed in this patient because the histologic 
appearance was more characteristic of 
that entity than of atypical mycobacterial 
infection. 

DR. MEYER BERKE: I felt that the cases of 
Drs. Fisher and Freedman represented 
classical examples of atypical mycobac- 
teria] infection and that the infection that 
developed on Dr. Scribner’s patient was 
not typical. 

Dr. Murray C. ZIMMERMAN: In the case 
with the dog bite, the primary doctor 
would be criticized for not treating the bite 
more definitively. The modern way is de- 
bridement and then antibiotics in big dos- 
es. The old-fashioned way, brutally cauter- 
izing the bites with fuming nitric acid, 
may have been the best. 

Dr. ScRIBNER: The routine treatment for 
animal bites is not only tetanus toxoid but 
also an antibiotic. Pasteurella multocida 
happens to respond to practically any anti- 
biotic.? We don't perform a culture unless 
something goes wrong. It does not require 
a dog bite, but only a scratch, and it.could 
be from any of a variety of animal, includ- 
ing cats, parrots, and parakeets. Many 
animals harbor this organism as part of 
their normal oral flora. The chronicity of 
the infection may be as long as six months. 
Where the nodules are still persisting aft- 
er several weeks, you may have to give 
antibiotics for months to clear it up. It may 
develop into so-called hemorrhagic septi- 
cemia and there have been reports of brain 
abscess. 

Dr. FREEDMAN: It was about the first of 
this year before the mother first noticed 
the subcutaneous nodules in my patient. 
Three biopsy specimens were taken. The 
boy had had a Mantoux test the previous 
day, which was negative. We did a PPD 
which was positive, and he has the scar 


. from this. The chest x-ray films were nega- 


tive. 

Dr. FrsHER: I am presenting my case 
without a positive culture. The Lowen- 
stein-Jensen culture requires from three 
to four weeks to grow, and the culture on 
this patient was started about ten days 
ago. In addition to the culture, PPD test- 
ing may give some help in diagnosis. The 
human tuberculin is the PPD-S. The pho- 
tochromagens, such as Mycobacterium 
balnei (M maerinum), react to PPD-Y and 
the scotochromagens respond to PPD-G. 
The M battey reacts to PPD-B. They cross 
react but, on occasion, they help to make a 
diagnosis. The treatment for this includes 
cryocautery, electrodesiccation, excision, 
streptomycin and isoniazide, p-aminoben- 
zoic acid, p-aminosalicylic acid, rifampin 
and x-ray therapy. Recently, Conant and 
Smith of Duke University have used x-ray 
plus desensitization with dilutions of M 
marinum. 

1. Johnson WT, Helwig EB: Cat-scratch dis- 
ease. Arch Dermatol 100:148-154, 1969, 

2. Tindall JP, Harrison CM: Pasteurelia mul- 
tocida infection following animal injuries. Arch 
Dermatol 105:412-416, 1972. 
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NEW ENGLAND DERMATOLOGICAL SOCIETY 
Sept 27, 1972 


Bencel L, Schiff, MD, and Arthur B. Kern, 
MD, Recorders 


Dermatitis Factitia and Pyoderma 
Gangrenosum. Presented by HERBERT 
Mescon, MD. 

A 28-year-old white man had a general- 
ized dermatosis for 16 months. A small 
blister appeared on his right foot in May 
1971 and gradually enlarged, opened, and 
crusted. Fungus infection was diagnosed, 
but cultures were negative. Penicillin was 
administered orally and other local and 
systemic therapy was prescribed, but 
there was no improvement. Examination 
revealed generalized, discrete, coin- 


shaped areas of dusky erythema and fine 
scaling, most marked on the back, chest, 
and face (Fig 1). Many of these lesions had 
central crusting, and when the crust was 
removed, an area of sharply outlined cen- 
tral ulceration remained. A large crusted 





Fig 1.—Extensive lesions of trunk. 


Fig 2.— Ulcer of right foot. 
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Fig 3.—Ulcer of right foot. 


lesion was present on the bridge of the 
nose. On the right foot, there was a large, 
well-demarcated area of ulceration, exu- 
berant granulation tissue, and necrotic 
debris covering almost the entire plantar 
surface and extending to the dorsum of the 
foot and ankle (Fig 2 and 3). An electrocar- 
diogram, a chest x-ray film, complete blood 
cell count, and blood chemistry studies 
using automated multiple analysis sys- 
tems (SMA 6 and 12) were all within nor- 
mal limits. Multiple biopsy specimens 
were reported as chronic nonspecific der- 
matitis; PAS and acid fast blue stains 
were negative. Culture of biopsy material 
was negative for fungi and acid-fast bacil- 
li. Blood cultures were negative. There 
were no antinuclear antibodies and VDRL 
and fluorescent treponemal antibody ab- 
sorption tests were negative. Foot X-rays 
films showed no bony changes; examina- 
tion of stools for ova and parasites was 
negative; there were no bromides; and pro- 
tein-bound iodine value was 5.7ug/100 ml. 


Discussion 


Dr. MICHAEL ALBOM: After being in the 
hospital for several months, the patient 
admitted that he had been cleaning the 
ulcer on his foot with tweezers and various 
instruments, including coat hangers, 
which he used to get underneath the dress- 
ing. 

SHARON CERNAY (social worker): This 
man was referred to the Psychiatric Ser- 
vice in June 1972 with the diagnosis of 
nonspecific ulceration of the foot and non- 
specific dermatitis. The psychiatric evalu- 
ation was that he was suffering from a 
depressive neurosis with obsessive-com- 
pulsive features. The psychiatrist felt that 
the patient's illness served many func- 
tions, allowing him to maintain a hostile, 
dependent relationship with both his wife 
and mother. This illness has served a two- 
fold purpose of getting more attention and 
expressing his anger toward his parents. 
There have been definite elements of com- 
petition with his father with some satis- 
faction of hostility through excoriating his 
wound. 

Dr. HERBERT Mescon: What is the long- 
range outlook for this condition? 


Dn. BERNARD APPEL: À plaster cast has 
never been applied to this patient's leg. 
While a patient is able to pick under an 
Unna's boot, a plaster cast is far more ef- 
fective in protecting an ulceration. After 
several days the cast can be split so that 
half can be removed, the lesion under- 
neath dressed, and the cast reapplied. If 
this is a self-induced lesion, and if you use 
measures to prevent bacterial infection, 
the lesion should heal. However, taking 
into consideration the previous remarks, 
this is a relatively minor aspect of the 
treatment of this case. 

Dr. WALTER LEVER: I cannot dispute any 
of the psychiatric evaluation, but this is 
not the first time that a patient with pyo- 
derma gangrenosum was thought to inflict 
the lesions himself. I recommend that the 
diagnosis of pyoderma gangrenosum be 
seriously considered. It does not respond to 
antibiotics; therefore, I recommend sys- 
temic corticosteroid therapy. 

Miss CERNAY: It will depend on whether 
the patient is able to break away from the 
dependent relationship to his parents. 

Dr. NEviLLE Kirscu: How do you ex- 
plain the lesions over the center of this 
man's back? If you placed an Unna's booth 
on the ulcer, wouldn't you expect some 
improvement? 

Dr. ALBom: The lesions on the trunk are 
a toxic reaction to the ulcer on his foot. It 
is our opinion that he managed to get un- 
derneath the Unna's boot with various 
instruments, and one time he ripped the 
boot off in total desperation. 

Dr. Maurice Torman: There is some- 
thing organically wrong that causes these 
lesions over the back and on his nose. 

Dr. Mescon: The diagnosis of pyoderma 
gangrenosum has been considered, but 
there was reluctance to use a corticoste- 
roid systemically because of the fear that 
there was bacterial infection. If he shows 
no further improvement, we will be forced 
to prescribe systemically administered 
corticosteroids. 

Dr. FREDERICK UnBACk: When you look 
at this man, you get the impression that 
his problem is factitial. I have had the 
opportunity do follow-up studies on ten 
patients with severe factitial dermatitis in 
the past and I can tell you something 
about the outlook in these patients. In one 
of them who underwent intensive psycho- 
therapy over a four-month period, there 
has been marginal adjustment. She has no 
more lesions, she has not killed her chil- 
dren, she is reasonably surviving. The 
other nine patients retreated into their 
shells, kept having lesions, parts amputat- 
ed, went progressively downhill. The prog- 
nosis in these cases is terrible. I am con- 
cerned about the lesions on this man's 
back, but can't explain them. I do not see 
how you can hurt him by prescribing corti- 
costeroids; even if you should cause an 
acute psychotic episode, it would seem jus- 
tified in view of the gravity of the situa- 
tion. 
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INSTANTLY ENHANCE YOUR PATIENTS’ 
‘SELF PORTRAIT’ WITH DERMIK 
‘SELF-TINTING’? ACNE MEDICATIONS! 


Ó 
Improve your patients' appear- 
ance immediately with REZAMID 
Lotion*, an effective, safe acne 


medication with exclusive ‘‘Self- 
Blending” skin tone capability. 




















Patients simply add a drop-at- 
a-time from the unique Dermik 
Color Blender---until the shade 
matches their own skin tone. 
REZAMID provides Hexachloro- 
phene-Free therapy which 
instantly masks and medicates 
acne lesions. 


The exclusive Dermik Color 
Blender is packaged with all 
Dermik Cover-Up Lotions. 


*Formula-Colloidal Sulfur 5%, Resorcin 
2% and Parachlorametaxylenol 2% 


Dermik) 








DYNAMICS of 
VIOLENCE 


rief, brilliant studies drawn from a close, often painful 
crutiny of human violence 


lightmarish cases from contemporary history...war, bombings, 
ssassination, mass murder, rape, arson, riots...are the back- 
rops against which eminent psychiatrists discuss violence and 
ggression. 


Immensely revealing and readable, Dynamics of Violence ex- 
mines violent aggression in terms of historical and social di- 
iensions in our national history, clinical case studies of violent 
idividuals, and clinical research investigations. This book pro- 
des a bold, innovative breakthrough in our understandina and 
ontrol of inter-human violence. 


Order your copy from the 
American Medical Association, 
535 North Dearborn Street, 
Chicago, Illinois 60610. 








Send me _______ copy(s) of Dynamics of Violence priced at $3.95. (OP-240) My 
payment of $. | is enclosed. 

Name 

Address 





City/State/Zip 
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CLINICAL CONSIDERATIONS — INDICATIONS: 
VALISONE Lotion is indicated only in the topical 
management of seborrheic dermatitis of the scalp. 
Double-blind studies have shown that seborrheic 
dermatitis of the scalp responded to VALISONE 
Lotion significantly better than to the vehicle, 
which also produced a relatively high order of 
therapeutic response. CONTRAINDICATIONS: 
VALISONE Lotion is contraindicated in viral 
diseases of the skin, such as vaccinia and varicella. 
Hypersensitivity to any of its components is a 
contraindication to the use of this preparation. > 
PRECAUTIONS: If irritation or sensitization 4 
develops with the use of VALISONE Lotion, 
treatment should be discontinued and appropriate 
therapy instituted. If extensive areas of the body 
are treated with topical corticosteroids, 
particularly under occlusion, sufficient systemic 
absorption to produce adrenal suppression and 
systemic corticosteroid effects may occur. These 
effects of absorption of steroids are usually 
reversible. Ulceration has been reported in a few 
cases with use of topical corticosteroids in skin 
conditions which involve impaired circulation 
(i.e., stasis dermatitis). Prolonged application of 
corticosteroid-containing products under 
occlusion may result in striae or atrophy of the 
skin or subcutaneous tissue. Usage in Women of m 
Childbearing Age: The use of any drug during *e 
pregnancy and the lactation period or in women 
of childbearing age requires that the potential 
benefits of the drug be weighed against the 
possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an 
adverse effect on the fetus, but the safety of their 
use in pregnant patients has not been definitely 
established. They should not be used extensively 
or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatment 
warrants the risk. VALISONE Lotion is not for 
ophthalmic use. ADVERSE REACTIONS: The 
following local adverse reactions have been 
reported with topical corticosteroids: burning, — 
itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and 
hypopigmentation. The following may occur 

more frequently with occlusive dressings than 
without such therapy: maceration of the skin, 
secondary infection, skin atrophy, striae, and 
miliaria. DOSAGE AND ADMINISTRATION: Apply 
a few drops of VALISONE Lotion to the affected 
area and massage lightly until it disappears. Apply 
twice daily, in the morning and at night. Dosage 
may be increased in stubborn cases. Following 
improvement apply once daily. For the most 
effective and economical use, apply nozzle to 
affected area and gently squeeze bottle. For more 


Schering literature available from your Schering 
Representative or Medical Services Department 
Schering Corporation, Kenilworth, New Jersey € 
07033. SLR-142 
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Cosmetically acceptable 
because of nongreasy base 
Applied just twice a day... 

rapidly and economically 

controls itching, 

flaking of seborrheic dermatitis, 
Cools the scalp, 

contains no parabens, 

flows easily 

because of low viscosity. 


New 
For Seborrheic Dermatitis 


Valisone Lotion 


betamethasone valerate,NF 
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FOSTEX 
completes the picture 


There are á number of reasons for recommending Fostex: 
it cleanses, dégreases, dries, — 


penetrates plugged pores and mildly peels, acne. 


See PDR. Fostex Cake\3% oz{ bars. Fostex Cream 4⁄2 oz. jars. 


Contains: sEBULYTI¢® brand of soapless cleansers and wetting agents; \ 
micropulverized sulfur 2%; salicylic acid 2%. 
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Letters to the Editor 


The intent of the Letters section 
is not only to remark about previous- 
ly published manuscripts, but also to 
offer a new observation, a new tech- 
nique, or to describe an interesting 
patient. An attempt is made to pub- 
lish most letters that are received 
without subjecting them to multiple 
critical reviews, and proved scientific 
validity is not a prerequisite factor. 
— Eps. 


Fluorouracil Ointment 
Treatment of 
Porokeratosis of Mibelli 


To the Editor.—The good results 
obtained in the treatment of hyper- 
keratotic lesions with a 5% fluoroura- 
cil ointment’? suggested the possibil- 
ity of treating patients who have po- 
rokeratosis of Mibelli with this drug. 
This rare disease is not grave but 
recurs frequently, when treated by 
surgery, electrocoagulation, or dry 
ice.*^ 


Clinical Data 


Six patients from the outpatient 
Department of Dermatology of the 
Instituto Portugués de Oncologia de 
Francisco Gentil, Lisbon, were select- 
ed. As the lesion of porokeratosis of 
Mibelli is so typical and the clinical 
diagnosis so easy, histologic confir- 
mation was not considered neces- 
sary; the resulting surgical trauma in 
such tiny lesions could, eventually, 
hinder the evaluation of the treat- 
ment. 

The patients were two men and 
four women, with ages ranging from 
30 to 51 years. Two of the women 
were sisters. The lesions had been 
present for three months in one case, 
six months in one, four years in three 
cases, and seven years in one. One 
ofthe female patients had two lesions 
on the upper lip, one for four years 
and the other for seven years, nearly 
oval and measuring 15x 9 mm and 
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20 X 9 mm, respectively (Fig 1 to 3). 
All the other lesions were smaller, 
roughly oval or circular, and meas- 
ured between 3 and 9 mm, most of 
them measuring 6 mm. All the le- 
sions were on the face. 

The ointment was applied by the 
patients themselves. three times a 
day. They were observed once a week. 

During the period of this trial, no 
acral lesions or disseminated superfi- 
cial actinic porokeratosis was ob- 
served. 


Results 


Application of the ointment result- 
ed in a local traumatic dermatitis in 
all patients (Fig 2). The time neces- 
sary for such a result varied, some- 
times one week, sometimes two, more 
rarely three. In the first two patients, 
the dermatitis appeared after eight 
and 21 days, respectively, and the 
treatment was then discontinued. 
The lesions recurred, however, in 
these two cases, one year later in one 
patient and one month later in the 
other. Due to these recurrences in the 
other patients, treatment was main- 
tained after the appearance of the 
dermatitis up to the full development 
of a strong dermatitis, about eight or 
ten days later, and only then discon- 
tinued. The dermatitis was subse- 
quently treated with a corticosteroid 
cream. 

In none of the four patients with 
five lesions so treated did the lesions 
recur. Their time of treatment with 
fluorouracil ointment was 15, 19, 22, 
and 41 days, respectively. These pa- 
tients were examined three months, 
seven months, and nine months (two 
of them) later and did not show recur- 
rence of the lesions. 

The first patient, whose lesions 
recurred one year later, had the ini- 
tial lesion with a diameter of 5 mm on 
the external ear. The lesion that re- 
curred measured 3 mm and was de- 
finitively cured after 21 days of treat- 
ment. When examined 14 months 


later, the patient continued well and 
showed no new lesions. The long in- 
terval between the first lesion and the 
supposed recurrence raises the ques- 
tion of whether it was a true recur- 
rence or a new lesion only coinciden- 
tally in the same place. This was not 
the case in the second patient. In this 
case, the original lesion was circular 
and measured 9 mm. It seemed cured 
after 21 days of treatment, when the 
dermatitis appeared, but one month 
later it recurred, not with the same 











Fig 1.—Two lesions on the upper lip. 


Fig 2.— Strong dermatitis due to application 
of the ointment, same patient as in Fig 1. 





Fig 3.—Same patient as in Fig 1 and 2 cured. 


NRI 
Fig 4.—Recurrent lesion in the center of the 
area previously occupied by the original lesion. 
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dimension but as a circular lesion, 3 
mm (Fig 4) in diameter, in the center 
of the area previously occupied by the 
original lesion. It disappeared after 
ten more days of treatment, but re- 
curred one month later. It then disap- 
peared after eight more days of treat- 
ment and recurred two months later 
as a tiny and acuminate hyperkera- 
totic lesion, which was electrocoagu- 
lated and did not recur up to six 
months later when the patient was 
examined again. 

All six patients were cured without 
the minimum sequelae. There was 
either a slight hypopigmentation or 
hyperpigmentation of the skin during 
the first weeks after the cure. This 
normalized after a few weeks. 


Comment 


This is, to my knowledge, the first 
effective topical treatment for the 
classic type of porokeratosis of Mibel- 
li of the face, which cures with perfect 
cosmetic results. 

Chernosky and Freeman treated 
acral lesions of disseminated superfi- 
cial actinic porokeratosis with fluoro- 
uracil ointment without success.’ 
There are three possible explana- 
tions: (1) The disseminated superfi- 
cial actinic porokeratosis, although 
morphologically and histologically 
similar, is a different clinical situa- 
tion. (2) It is possible that acral le- 
sions are more resistant to the treat- 
ment as occurs with senile keratosis. 
(3) The technique of treatment was 
different. In this study, the full devel- 
opment of a strong dermatitis was 
found to be indispensable. 

It is necessary to avoid overtreat- 
ment, which would probably provoke 
a scar, and similarly, undertreat- 
ment, as was done with the first two 
patients. The time of treatment used 
for the recurrent lesions of the second 
patient was obviously insufficient, 
but due to lack of experience the min- 
imum effective treatment was tried. 

One of the most interesting aspects 
of this trial was the observation that 
the recurring lesions occurred in the 
center of the area of the previous le- 
sions. This was not observed by the 
author in recurrent lesions after dry 
ice or electrocoagulation, the dimen- 
sions of which were the same as those 
of the previous lesions. 

J. C. ALMEIDA GongaALvEs, MD 
Lisbon 


The Laboratories Hoffmann-La Roche provid- 
ed samples of the 5% fluorouracil ointment for 
testing purposes. 
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Adverse Side-Effects After Topical 
Fluorinated Corticosteroid Therapy 


To the Editor.—Fluorinated corti- 
costeroids are used to treat and pre- 
vent a wide variety of dermatologic 
conditions even though many of them 
respond favorably to less potent topi- 
cal preparations. Some patients con- 
tinue to use their medications long 
after the primary condition has 
cleared. Many adverse side-effects 
have been reported with the use of 
topical fluorinated corticosteroids, 
and these agents can aggravate su- 
perficial fungus infections, acne vul- 
garis, acne rosacea, and other condi- 
tions. 

We examined eight patients who 
developed localized atrophy, telan- 
giectasia, and purpura limited to are- 
as where topical corticosteroids had 
been used. Four of the patients had 
psoriasis, two seborrheic dermatitis, 
one subacute systemic lupus ery- 


thematosus, and one chronic hand. 


dermatitis. The period of treatment, 
ranging from ten months to five 
years, produced appreciable cosmetic 
deficits (Fig 1 and 2), and the skin 
was easily bruised and lacerated fol- 
lowing minor trauma. Two patients 
used occlusion with plastic film in 
order to facilitate the effect of the cor- 
ticosteroids; however, we wish to 
emphasize that six of our patients 
developed the changes without occlu- 
sion. The involved areas on the face 
(three patients), elbows, forearms, 
hands (two patients), and legs did not 
provide anatomical intertriginous 
occlusion. Some of the damaged areas 
were sun-exposed, but other areas of 
similar or greater actinic damage on 
the same person did not show the 





Fig 1.—Atrophic, smooth, yellowish, purpuric, 
telangiectatic skin on elbows. 


Fig 2.—Thin, purpuric skin on the face limit- 
ed to area of application of topical fluorinated 
corticosteroid preparations. 





atrophy, telangiectasia, or purpura. 
In one patient, a Rumpel-Leede tour- 
hiquet test quickly produced purpura 
in the steroid-treated area but not in 


other skin. Purpura on steroid- 
treated skin was also artificially pro- 
duced under controlled conditions 
with much less linear force than that 
required to produce purpura in adja- 
cent non-steroid-treated skin. Details 
of our in vivo studies will be pub- 
lished in Cutis. Biopsies of affected 
areas uniformly showed epidermal 
and dermal atrophy, dilated blood 
vessels, and extravasated red blood 
cells. Numerous laboratory tests and 
special stains were done on all pa- 
tients, and the results did not suggest 
any other plausible explanation for 
these changes. In our series of pa- 
tients, the changes appear to last for 
long periods of time, and have persist- 
ed, in at least one patient, for four 
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years. 
Iatrogenic etiology must be consid- 

ered when one is confronted with lo- 
calized cutaneous atrophy, telangiec- 
tasia, and purpura. Since these ad- 
verse effects have not been observed 
with nonfluorinated steroids, perhaps 
these less potent products should be 
used whenever possible and especial- 
ly for long-term control of dermatoses 
after their initial clearance. 

ManviN E. CHERNOosKy, MD 

Jimmy D. ScuMipr, MD 

Houston 


Eosinophilic Ulcer of the Tongue 


To the Editor. — We report a case of 
benign eosinophilic ulcer of the 
tongue, an affection that remains of 
unknown cause. 

A 39-year-old man is admitted for a 
lingual ulceration, which has ap- 
peared spontaneously ten days before 
admission. In the median part of the 
tongue, he has an ulceration 11 X8 
mm (Figure), infiltrated at the base 
and painful. Palpation shows bilater- 
ally some small submaxillary lymph 
nodes. Results of clinical examina- 
tion, as well as the history, are within 
normal limits. Laboratory data are 
normal. All serologic and bacterio- 
logic investigations remain negative. 
Spontaneous resolution occurred aft- 
er two months. The histologic exami- 
nation of the lesion shows in the der- 
mis a dense inflammatory infiltrate of 
polynuclear neutrophils and numer- 
ous eosinophils. These eosinophils are 
revealed by the method of Martinotti. 
On other places, the infiltrate is 
mainly histiolymphocytic. There is no 
sign of malignant tumor. 

The histologic findings of this le- 
sion and its evolution allow us to con- 
clude that it is a benign eosinophilic 
ulcer of the tongue. This is a clinical 
and histologic entity of undetermined 





Ulceration of the median part of the tongue 
ten days after onset. 
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cause. Pfleger, however, found in a 
62-year-old patient, after repeated 
serial cuts, a foreign body situated 
beneath the infiltrate of an eosino- 
philic ulcer of the tongue. 

Shapiro and Juhlin? reported two 
cases of benign eosinophilic ulcers of 
the tongue and have found 13 similar 
cases in the literature. Thirteen of 
these patients are male. The duration 
of the evolution is two to nine weeks. 
Healing occurs either spontaneously 
(Hjorting-Hansen and Schmidt?) ei- 
ther after surgical or x-ray treatment 
(Schreiner,  Gosepath and Hassen- 
pflug? Koch and Panscherewski," and 
Blaskar and Lilly’). 

After histologic examination of the 
ulceration, Shklar et al* have men- 
tioned the presence of numerous eosi- 
nophils in the infiltrate. 

MICHELINE SoNG, MD 
GEORGES ACHTEN, MD 
Brussels 
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Another Use for Tretinoin— 
Pseudoacanthosis Nigricans 


To the Editor. — Tretinoin (vitamin 
A acid) has been found to be a valu- 
able therapeutic agent in the treat- 
ment of various dermatologic condi- 
tions. Recent reports document its 
efficacy in the treatment of acne vul- 
garis, senile comedones;? verrucae 
planae? . keratoderma,! plantar 
warts," psoriasis, naevus comedoni- 
cus,  Darier disease, and lamellar 
ichthyosis.? 

We have recently treated an 18- 
year-old white girl who had pseudo- 
acanthosis nigricans (per Curth’s 









TEENS OM 
Fig 1. — Left side of neck treated for ten days 
with tretinoin. 


Fig 2. — Axilla prior to therapy. 





5 MS. i mi 


Fig 3.—Axilla after two weeks of therapy with 
tretinoin. 





classification’) with tretinoin. The 
results were dramatic (Fig 1 to 3); 
0.1% tretinoin in a cream base ap- 
plied twice daily was employed with 
dramatic results. A loss of the dense 
hyperpigmentation and a marked 
decrease in the hyperkeratotic verru- 
cous lesions was noted within two 
weeks. Mild axillary irritation was 
remedied with 0.01% fluocinolone 
acetonide cream. 

This condition has now been well 
controlled for over six months with 
weekly application of tretinoin. We 
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would therefore suggest to our col- 
leagues that tretinoin be further 
evaluated as therapy for acanthosis 
nigricans. 
Bruce J. BERGER, MD 
PauL R. Gross, MD 
Philadelphia 
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Corn-Row Alopecia 


To the Editor.—With the resur- 
gence of the ancient practice of corn- 
rowing, we fear that "corn-row alope- 
cia" may soon be added to the grow- 
ing list of dermatologic problems that 
have resulted from various cosmetic 
fads, eg, acne cosmetica, pomade 
acne, and acquired trichorrhexis no- 
dosa. 

Corn-rowing is an original Afri- 
can hair style that consists of multi- 
ple, tightly braided knots arranged in 
orderly rows resembling a "cultivated 
field of corn." This practice, as noted 
recently in the lay press, is rapidly 
gaining a great deal of popularity 
especially among younger blacks who 
are attempting to copy the hair styles 
worn by many prominent black enter- 
tainers. Indeed, as quoted in the Phil- 
adelphia Inquirer (March 6, 1973, p 
1-B), "it would seem safe to assume 
that soon there will be miles and 
miles of braids marching in disci- 
plined rows across the scalps of young 
black American boys and girls." 

Traction alopecia is a well known 
clinical entity in which a noncicatri- 
cial alopecia is secondary to a follicu- 
litis resulting from prolonged trac- 


134 Arch Dermatol/Vol 108, July 1973 


tion on the hair shaft, bulb, and folli- 
cle. In traction alopecia, furthermore, 
hair loss is commonly limited to the 
periphery of the scalp. This condition 
is presently encountered with rela- 
tive frequency among young black 
girls who have had their hair plaited 
by their parents. We believe, how- 
ever, that the increasing popularity 
of corn-rowing, necessitating wide- 
spread increased tension on the hair 
(which is required to form the intri- 
cate patterns), will result in a severe, 
generalized type of traction alopecia 
not previously observed; we have, in 
fact, recently seen several such cases. 

The lay press, however, unaware of 
the probable consequences, is extol- 
ling the virtues of the corn-row hair 
style as being healthful both for the 
scalp and the hair (as opposed to the 
now popular "Afro," which is report- 
edly deleterious to the hair). 

Thus, we wish to alert the medical 
community to a cosmetic fad which 
will most certainly have conspicuous 
dermatologic sequelae. 

Rosert I. RUDOLPH, MD 
ARNOLD W. KLEIN, MD 
JAMES W. DEcHERD, MD 
Philadelphia 


Basal Cell Carcinoma 


To the Editor.—In the January is- 
sue of the AncHivEs, Dr. Ralph W. 
Grover! discussed the length of the 
period for which patients treated for 
basal cell carcinoma should be fol- 
lowed up. On the basis of his own 
experience, Grover believes that a 
five-year follow-up period would indi- 
cate a 97.6% probability that the le- 
sions have been cured. Unfortunate- 
ly, the author does not outline his 
method of treatment. 

The problem is of considerable 
importance during the daily work in 
a dermatological clinic, but it is prob- 
ably much more complicated than 
indicated by Dr. Grover. 

Presumably, many dermatologists 
are apt to ignore the fact that cica- 
trices from burns and, in particular, 
x-ray dermatitis are precancerous 
lesions in which neoplasms might 
develop even after a very long latent 
period. A skin cancer cannot be re- 
moved with x-rays without inducing 
x-ray dermatitis. In regard to cica- 
trices, some extremely interesting 
studies have been published and it 
would seem justifiable to mention 
some of them briefly. Two papers can 


be considered as classics: Saunders 
and Montgomery? from 1938 and 
Conway and Hugo? from 1966. These 
authors found latent periods for the 
development of neoplasms in x-ray 
dermatitis of 0.5 to 18 years and 1.5 
to 43 years, respectively. The latter 
paper deals with cicatrices developed 
after x-ray treatment of benign dis- 
eases and it was shown that appar- 
ently the anatomical site is first and 
foremost decisive for the type of can- 
cer induced by x-rays. The basal cell 
carcinomas developed on the neck 
and on the face, whereas the squa- 
mous cell tumors were located pri- 
marily on the trunk and on the limbs. 

For further clarification of the 
problems, two important Danish pa- 
pers should be mentioned. One is a 
follow-up examination undertaken by 
Kvorning,' who found that about 35% 
of recurrences of basal and squamous 
cell carcinomas occur from the 6th to 
the 15th year after x-ray treatment. 
The other is a corresponding study 
made by Bjerre Hansen and Schar- 
ling Jensen? who found that 12% of 
the recurrences occurred after the 
sixth year. In the latter series, the 
tumors were treated with a softer x- 
ray quality than that used in Kvorn- 
ing's study. This might explain the 
difference in numbers of late recur- 
rences found in the two studies. 

A great number of carcinomas are 
treated by curettage combined with 
electrodesiccation. The cicatrix re- 
sulting from this treatment must also 
be considered as a precancerous le- 
sion. However, there is a great need 
for follow-up studies, which could out- 
line the frequency of neoplasms oc- 
curring in such cicatrices. In particu- 
lar, little is known about the number 
of tumors that may develop after ob- 
servation periods of 6 to 15 years, as 
in Kvorning's study. 

Dr. Grover concludes by saying 
that the patients should be kept un- 
der indefinite observation. No doubt 
this is correct, and in actual practice 
the length of observation must be 
decided individually for each patient. 

FLEMMING REYMANN, MD 
Copenhagen 
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Reply to Dr: Reymann 
To the Editor.—1 must agree with 


Dr. Reymann that the evaluation of . 
the recurrence of basal cell carcinoma .. 
is complicated when.x-ray therapy . 
has been used, since it may be diffi- ` 


cult to distinguish a recurrence of the 
original tumor from ,a. fresh tumor 
induced by the treatment. 

The data presented in my letter. 
may help solve this problem, since all 
of the patients in my series had been : 
treated surgically, either by excision 
or by electrodesiccation and curet- 
tage. The asymptotic-type curve de- 
rived from their recurrences suggests 
that the high percentage of late 
"recurrences" in the articles cited by 
Dr. Reymann was related to the pre- 
vious.therapy, rather than to recur- 
rences of the original tumors. This 
interpretation is consistent with the 
long latent period, which is charac- 
teristic of neoplasms. induced by ion- 
izing radiation. 

Iknow of no evidence to support the 
assertion that the scars produced by 
conventional dermatologic surgery 
are precancerous: 


Floral Park, NY 


Unsuccessful Fluorouracil Treatment ” 
of Recalcitrant Pustular Psoriasis 


To the Ediior.—A 44-year-old white 
man with pustular psoriasis since 
1965 was first seen in March 1968, 
with generalized pustules, a fever 


of 40.6 C, and. hypotension.- From. 


that date, continuous systemic pred- 
nisone therapy was necessary; this 
resulted in a cushingoid appearance, 
posterior subcapsular cataracts, dif- 
fuse osteoporosis, rib fracture, and 
intermittent hypertension. From May 
1968 to September 1971, intermittent 
methotrexate therapy orally, intra- 
venously, and intramuscularly: re- 


sulted in oral ulcerations, conjunc- : 


tival erosions, and diarrhea. A short 
course of dapsone and chlorproma- 
zine (Thorazine) in 1968 produced 
toxic hepatitis. Between August 1970 
and October 1972, hydroxyurea ther- 
apy produced three episodes of throm- 
bocytopenia and one of leukopenia. 
Liver, kidney, and hematopoieticfunc- 
tions were observed closely; two liver 
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RarPHW.Gnovzgn, MD . 
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biopsy specimens were obtained. De- 
spite therapy, the patient -was- hos- 
pitalized 16 times and has spent over 


half of the past 4!» years in the 


hospital: 

With the pustular psoriasis only in 
partial control with prednisone and 
hydroxyurea, the patient was hospi- 
talized for systemically administered 
fluorouracil therapy in October 1972. 
The study was undertaken with the 


consultation of an oncologist who had 
previously treated three psoriatic. 


patients with systemically adminis- 
tered fluorouracil. The 112.1-kg man 
received 490 mg of fluorouracil intra- 
venously three times a week. Dosage 
was increased to 550 mg and then to 
700 mg three times a week. During 
this period, the psoriasis remained 
clear and the systemic steroid dose 
was reduced. However, after a dose of 
840 mg of fluorouracil, mild diarrhea 
developed. The dosage was then 
changed to 1,000 mg intravenously 
administered fluorouracil every six 


days. Over a 24-day period, the dos- 


age was increased to 1,200 mg every 
six days. On this schedule, the psoria- 
sis would abruptly disappear one day 
after fluorouracil therapy, only to 
slowly return four days later. The 
every six-day schedule was discontin- 
ued when the patient’s white blood 
cell count fell to 2,400/cu mm. Next, 
700 mg of fluorouracil was adminis- 
tered twice weekly. On this regimen, 
the psoriasis continued to flare and 
the medication was discontinued. 
Several systemic antitumor agents 
have been used in an attempt to con- 
trol recalcitrant psoriasis. In this 44- 
year-old patient, therapy with sys- 
temically administered fluorouracil 
for severe pustular psoriasis- was 


-- unsuccessful... Ed 


diues L. BARRETT, MD 
Paut Sayers, MD 
Minneapolis 
Contact Urticaria 
To the Editor.—Contact urticaria 


due to an ingredient of tolnaftate 


(Tinactin) cream was seen... 
A 41-year-old white woman was 


patch tested for suspected delayed: 


hypersensitivity to an ingredient of 
tolnaftate cream. She had been apply- 
ihg this cream for a period of four 
weeks to an area of eczematous der- 
matitis on the right leg. (Ingredients 
for patch testing were provided by 
Schering Corporation.) 

On application of monoamylamine 


to an area approximately 0.5 cm in 
diameter on the upper back, the pa- 
tient experienced a painful sensation 
like that of a pinprick. Within a few 
seconds, a wheal, 12 cm in diameter, 
and flare appeared. She experienced 
no symptoms of systemic anaphylax- 
is, nor did urticaria appear elsewhere. 
Application of monoamylamine to 
the volar aspect of forearm of three 
controls produced no reaction; neither 
that of immediate or delayed hyper- 
sensitivity nor of an irritant. 
Forty-eight hours later, a 4t de- 
layed hypersensitivity reaction to 
tolnaftate was present. There was no 
reaction to any of the other ingredi- 
ents of tolnaftate cream. Hemosiderin 
pigmentation was present in the area 
where the wheal had been produced 
48 hours earlier by monoamylamine. 
Reports of contact urticaria are in- 


creasing. This is apparently the first 


report of an immediate hypersensitiv- 
ity reaction to an ingredient of this 
antifungal preparation. 
CanoL K. THarp, MD 
Vallejo, Calif 


Steroid Solution 
Treatment of Alopecia Areata 


To the Editor. — I was very interest- 
ed to read of the work done by Drs. 
Leyden and Kligman, which was pub- 
lished in the Arcuives (106:924, 
1972). 

Since February 1972, I have 
treated nine patients who had scalp 
alopecia areata with triamcinolone 
acetonide in dimethyl] sulfoxide; a so- 
lution of triamcinolone acetonide in 
purified undiluted dimethyl sulfoxide 
was used (5 mg/ml in five patients, 10 
mg/ml in four patients). Untreated 
scalp patches served as control. The 
preparation was applied with a brush 
three to four times over a period of 
two to four weeks. The patients occa- 
sionally complained of a transient 
stinging at the site and time of appli- 
cation. Only two patients showed re- 
growth, which could reasonably be 
attributed to the therapy. 

However, I have so far been im- 
pressed with application of this local 
preparation (10 mg/ml) once daily, as 
compared to control solutions, in 
widespread granuloma annulare, 
psoriasis, and in cutaneous lesions of 
lupus erythematosus. Perhaps more 
frequent application is required in 
alopecia areata. 

JULIAN VERBOV, MD, MRCP 
Liverpool, England 
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Announcing! 


A new edition of CPT! Over 2,000 new and 
revised procedures! The most comprehensive 


listing ever! 


Physicians’ 
Current 
Procedural 
Terminology 


$5.00 each- single copies 
$4.50 each- 11 or more copies 


$5.50 each- areas outside 


Physicians’ Current Procedural 


is a listing of medical terms in 
and identifying codes for re- 
porting medical services and 
procedures performed by 
physicians, - and may be used 


American Medical Association 
535 North Dearborn Street/Chicago 


Enclosed is $ for_ 





systems, 
dies, 
care review, and for practice 
management purposes. 


U.S., U.S. Possessions, 
Canada and Mexico 


Microfiche and magnetic com- 
puter tapes are also available. 
Prices furnished upon request. 


Terminology 


the development of billing 
relative value stu- 
guidelines for medical 


Illinois 60610 


copy(s) of Current Pro- 


cedural Terminology, 3rd Edition (CPT-3), OP-41. 


Name Title 





Address 





City/State/Zip 




















IN CONTACT DERMATITIS 


VALISONE Aerosol 


BEMMEHASON: VALERATE 


Aerosol 0.15% w/w (as betamethasone) 
CLINICAL CONSIDERATIONS: 

INDICATIONS VALISONE Aerosol is indicated, 
solely, for the adjunctive topical management for 
the relief of inflammatory manifestations of acute 
contact dermatitis. 

CONTRAINDICATIONS Topical steroids are con- 
traindicated in tuberculosis of the skin and some 
viral diseases of the skin (vaccinia and varicella). 
Hypersensitivity to any of its components is a con- 
traindication to the use of VALISONE Aerosol. 
This preparation also is contraindicated for use 
under occlusive dressings. 

WARNINGS 

Keep away from eyes or other mucous mem- 
branes. 

Avoid inhaling. 

Avoid freezing of the tissue by not spraying for 
more than 3 seconds, at a distance not less than 
6 inches. 

Contents are under pressure. Do not puncture. 
Do not use or store near heat or open flame. Ex- 
posure to temperatures above 120° F may cause 
bursting. Never throw container into fire or incin- 
erator. Keep out of reach of children. 
PRECAUTIONS If irritation or sensitization de 
velop with use of VALISONE Aerosol, treatment 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade 
quately controlled. 

If extensive areas are treated, the possibility 
of increased systemic absorption of the cortico- 
steroid exists and suitable precautions should be 
taken. The effects of systemic absorption of 
steroids are reversible. 

Ulceration has been reported in a few cases with 
useoftopicalcorticosteroidsinskinconditions which 
involve impaired circulation (i.e., stasis dermatitis). 

Use in women of childbearing age: Although 
topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of 
their use in pregnant females has not absolutely 
been established. Therefore, they should not be 
used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corti- 
costeroids. 


burning sensations hypertrichosis 


itching acneform eruptions 
irritation hypopigmentation 
dryness skin atrophy 
folliculitis secondary infections 
miliaria striae 


DOSAGE AND ADMINISTRATION The container 
may be held upright or inverted during use. The 
spray should be directed onto the affected area 
from a distance of approximately 6 inches and 
applied for only 3 seconds. 

Apply the medication three to four times a day. 

For more complete details, consult package in- 
sert or Schering literature available from your 
Schering Representative or Professional Services 
Department, Schering Corporation, Kenilworth, 
New Jersey 07033. 
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VALISONE 7 ea ^ 


‘BEIAMEIHASONE VAERATE 


‘FOR CONTACT DERMATITIS ONLY 


Cools and soothes hot, oozing, itching lesions... 
easily penetrates hairy areas... 

conveniently treats hard-to-get-at skin surfaces... 
cosmetically elegant—invisible, odorless, 
stainless. 


See Clinical Considerations section on opposite page... 





for dry ° sensitive ° irritated skin... 










T. ALL SEASONS 


- — NIVEA’ CREME 
an NIVEA’ SKIN OIL 


skin care products 4 i 
are sold and their companion— 


SUPERFATTED E ASIS SOAP 


LABORATORIES, INC. 


SOUTH NORWALK, CONN. 06856 





MAKERS OF ELASTOPLAST®-THE ORIGINAL E-L-A-S-T-I-C ADHESIVE BANDAGE AND UNIT DRESSINGS 





“What do you mean, doctor, 
it’s my deodorant that’s 
causing all the trouble?” 

















It’s enough to send any woman into hiding! 
But her sensitive, delicate skin breaks out in an ugly 
rash, smarts and itches until she’s frantic with worry. 
The culprit, of course, is ordinary deodorants and anti- 
perspirants with harsh irritating chemicals. The solution: 
AR-EX hypo-allergenic deodorant with all the effective daintiness 
left in, all the known angry irritants kept out. 

And once she tries AR-EX, she’ll bless you for it. 


And why shouldn’t she? Now, she can be safely immaculate and 
completely worry free. 


HYPO-ALLERGENIC COSMETICS 


There is no substitute for AR-EX because no other hypo- 
allergenic cosmetics are formulated according to standards 
published in leading medical journals. 


AR-EX PRODUCTS / 1036 West Van Buren Street / Chicago, Illinois 60607 
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‘Ointment 


BETADINE Ointment is decisively microbicidal. 
It kills all five major classes of pathogens: 
both gram-positive and gram-negative 
bacteria (including antibiotic-resistant 
strains), fungi, viruses, yeasts and protozoa. 
And its microbicidal activity is maintained in 
the presence of blood, pus, serum and 
necrotic tissue. 
BETADINE Ointment (povidone-iodine) 
contains no hexachlorophene and is virtually 
nonirritating. It's not greasy or sticky, and 
easily washes off skin or natural fabrics. The 
application site can be bandaged. 
Supplied in Ye-oz. pouchettes, 1-0z. tubes and 
16-oz. (1 Ib.) jars. 


Purdue Frederick 


@ COPYRIGHT 1972, THE PURDUE FREDERICK COMPANY/YONKERS, NEW YORK 10701 113472 6735A 






News and Notes 


Rock Fellowship of National 
Psoriasis Foundation.—The Na- 
tional Psoriasis Foundation is 
pleased to announce that support has 
been provided by the Rock Founda- 
tion for a fellowship in psoriasis re- 
search. 

Candidates with either MD or PhD 
degrees may apply by submitting a 
curriculum vitae and a two-page pro- 
posal for research to be carried out 
during the year of support. A state- 
ment concerning research support 
and facilities should be forwarded 
separately by the applicant's sponsor. 
T'wo letters of reference should also 
be submitted. The award will be in 
the amount of $11,000 to $15,000 and 
will be made for the period of July 
1974 through June 1975. Applica- 
tions will be accepted until Nov 10, 
1973, and the award will be an- 
nounced at the meeting of the Ameri- 
can Academy of Dermatology in De- 
cember 1973. 

Address applications to Dr. Richard 
Stoughton, Division of Dermatology, 
Scripps Clinic and Research Founda- 
tion, 476 Prospect St, La Jolla, CA 
92037. 


Minnesota Dermatological Soci- 
ety Meeting.— The fall meeting of 
the Minnesota Dermatological Soci- 
ety will be held Sept 8 and 9, 1973, in 
Rochester, Minn, in honor of Dr. Rob- 
ert R. Kierland. The Kierland lectur- 
ers on Saturday, Sept 8, will be Drs. 
Klaus Wolff, T. B. Fitzpatrick, John 
Epstein, W. M. Sams, Jr., D. L. Tuffa- 
nelli; Michel Prunieras and John 
Haserick. Dr. W. B. Reed will present 
motion pictures. Case presentations 
will be on Sunday morning at 9 AM, 
Mayo Clinic, fifth floor. For further 
information, please contact Dr. H. O. 
Perry, Mayo Clinic, Rochester, MN 
55901. 


Clinical Center Study of Pa- 
tients With Sézary Syndrome and 
Patients With Chronic Lympho- 
cytic Leukemia Accompanied by 
Erythroderma.-— The cooperation of 
physicians is requested in the referral 
of patients with the Sézary syndrome 
and patients with chronic lymphocy- 
tic leukemia accompanied by erythro- 
derma for studies being conducted 
by the National Cancer Institute's 
Dermatology Branch at the Clinical 
Center, National Institutes of Health, 
Bethesda, Md. 

Patients who have had no previous 
treatment are preferable. 


New Phone Number for AMA 


Upon completion of studies, pa- 
tients will be returned to the care of 
the referring physician who will re- 
ceive a summary of findings. 

Physicians interested in having 
their patients considered for admis- 
sion may write Marvin A. Lutzner, 
MD, Clinical Center, Room 12N-238, 
National Institutes of Health, Be- 
thesda, Md 20014, or telephone 301- 
496-2481. 


Third International South Afri- 
can Dermatological Congress.— 
The Dermatological Society of South 
Africa is sponsoring the Third Inter- 
national South African Dermatologi- 
cal Congress to be held in Durban, 
South Africa, June 18-21, 1975. The 
main themes of the congress will in- 
clude progress in dermatological 
therapy, aspects of tropical derma- 
tology, immunology and cutaneous 
malignancy. 

Other sessions will be devoted to 
free (miscellaneous) communications 
of short duration. 

International participation is in- 
vited and the official language will be 
English. 

Further details are available from 
Dr. B. Bentley-Phillips, 708 Eagle 
Bldg, Murchies Passage, West St, 
Durban, South Africa. 


On April 30, AMA's phones were converted to the Centrex-3 system. The new phone 
number for AMA Headquarters is (area code 312) 751-6000. An advantage of the new 
system is that each phone at AMA has its own number, so that a person at that phone 
can be called directly. Here are numbers that may be of interest to readers of this 


journal: 


George L. Fite, MD (Corresponding Editor) 
Charles F. Chapman (Managing Editor) 
Norman D. Richey (Production Manager) 
Sandra Malanga (Copy Supervisor) 

Robert A. Enlow (Circulation Manager 
John Baker (Advertising Manager) 
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751-6338 
751-6340 
751-6377 
751-6345 
751-6161 
751-6066 
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CRACK "TOUGH NUT” 
PSORIATIC SCALPS! 


The original and only chemically standardized, 
72-hour residual "whole coal tar’’ shampoo cleanser. 
Dramatically effective in stubborn psoriasis and 
seborrhea of scalp and skin. Economical too. 





WHERE RESEARCH AND ECONOMY COME FIRST! 
Syosset, N.Y. 11791 


ZETAR SHAMPOO—Colloidal Whole Tar 1% fortified with Parachlorometaxylenol 0.5%, W/V. 
REFERENCE: Gruber, M., R. Klein and M. Foxx: Chemical Standardization and Quality Assurance of Whole Crude Coal Tar U.S.P. Utilizing 
GLC Procedures, J. Pharm. Sci. Vol. 59, No. 6, (June 1970). 


Guides to the 
Evaluation of 
Permanent 
Impairment 
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American Medical Association 
535 North Dearborn Street/Chicago, lllinois 60610 


Please send me . copy(ies) of GUIDES TO 

THE EVALUATION OF PERMANENT IMPAIR- 

MENT. OP-298 at $5.00 each ($2.50 for medical 

students, interns, residents). My payment of 
is enclosed. 


Name 





Address 





City/State/Zip 


AD773 
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For the physician involved in the disability rat- 
ing process, it's complete, up-to-date, authorita- 
tive, and indispensable. 

It covers every conceivable kind of permanent 
impairment, including mental disorders, that 
could enter into a disability award. 

It gives impairment percentages for individual 
systems and functions, for combined impair- 
ments, and for the "whole man": the relation- 
ship of impairment to the activities of daily 
living. 

Based on articles originally appearing in the 
Journal of the American Medical Association, 
revised and updated to include the most recent 
date, “The Guides” is unique in its field. 


GUIDES TO 
THE EVALUATION OF 
PERMANENT IMPAIRMENT 








Clinical Considerations — 

INDICATIONS: TINACTIN Cream and Solution 
afford excellent topical treatment for tinea pedis 
tinea cruris, tinea corporis, and tinea *nanuum due 
to infection with Trichophyton rubrum 
Trichophyton mentagrophytes, Trichophyton 
tonsurans, Microsporum canis, Microsporum 
audouini, Epidermophyton floccosum and for 

tinea versicolor due to Malossezio furfur Good 
results can be anticipated in patients with recent 
mild fungous infection of the scalp (tinea capitis) 
treated with TINACTIN Cream or Solution. An 
oral antifungal agent such as griseofulvin is 
required in (1) onychomycosis; and (2) chronic 
infections of the scalp in which fungi are numerous 
and widely distributed in the skin and hair follicles 
and where kerion formation has occurred. Similarly, 
an oral antifungal agent may be required in chronic 
refractory fungous infections of the palms and 
soles which have not responded to TINACTIN 
Cream or Solution. TINACTIN Cream or 
Solution may be used concurrently for adjunctive 
local benefit in the treatment of these lesions 
TINACTIN Powder contains on effective topical 
fungicidal agent for the treatment of skin 
infections due to common pathogenic fungi 
including Trichophyton rubrum, Trichophyton 
mentagrophytes (T. gypseum), Trichophyton 
tonsurans, and Trichophyton floccosum TINACTIN 
Powder and Powder Aerosol are recommended 
for adjunctive use with TINACTIN Solution or 
Cream in fungous infections of intertriginous 

and other naturally moist skin areas in which 
drying may enhance the therapeutic response 
TINACTIN Powder or Powder Aerosol may 
also be used alone in simple cases of mild infection 
that respond to treatment with an antifungal 
powder and measures that promote skin hygiene 
Following complete remission, TINACTIN Powder 
or Powder Aerosol alone may be continued to 
maintain remission or reduce risk of infection. In 
fungous lesions of the scalp, nails, soles, and 
palms, treatment with an oral antifungal agent 
such as griseofulvin is recommended. TINACTIN 
Powder or Powder Aerosol may be used 
concurrently with griseofulvin for adjunctive local 
benefit. WARNING: In case of sensitization or 
irritation due to TINACTIN preparations or any of 
their ingredients, treatment should be discontinued 
Keep out of eyes. TINACTIN Powder Aerosol 
Contents under pressure. Do not puncture. Do not 
use or store near heat or open flame. Exposure 

to temperatures above 120°F may cause bursting 
Never throw container into fire or incinerator. Keep 
out of reach of children. PRECAUTIONS: If a patient 
shows no improvement after four weeks of 
treatment with TINACTIN, the diagnosis should be 
reviewed. In mixed infections where bacteria or 
nonsusceptible fungi, such as Candida albicans are 
present, supplementary topical or systemic anti- 
infective therapy is indicated. There is no evidence 
to date that tolnaftate adversely influences 
infections with nonsusceptible microorganisms, 
such as bacteria. Treatment with TINACTIN 
Cream, Solution, Powder, or Powder Aerosol 
should be discontinued if the patient's skin disease 
becomes worse. ADVERSE REACTIONS: TINACTIN 
is essentially nonsensitizing and does not ordinarily 
sting or irritate intact or broken skin in either 
exposed or intertriginous areas. One case of 
sensitization to butylated hydroxytoluene has 

been confirmed. A few cases of mild irritation 
possibly attributed to components of the 
formulations have been reported but not 

confirmed. A few unconfirmed cases of mild 
irritation from TINACTIN Powder have been 
reported. Although any new substance applied 
topically is potentially sensitizing, sensitization as 
evidenced by allergic eczematous contact 
dermatitis has not yet been observed with 
tolnaftate. HOW SUPPLIED: TINACTIN Cream 1%, 
15g. collapsible tube with dispensing tip 
TINACTIN Solution 1%, 10 cc. plastic squeeze 
bottle. TINACTIN Powder 1%, 45g plastic 
container. TINACTIN Powder (1°%) Aerosol 

120 g. aerosol container. 


For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033 
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Though a highly active and 
unusually effective antifungal agent, 
TINACTIN Cream and Solution are 
ordinarily nonsensitizing, 

nonirritating, and nonstinging, 

even on broken inflamed skin. 

And to prevent reinfection, 

there is TINACTIN Powder Aerosol... 
cooling, soothing, drying, and odorless. 


) Tinactin 


brand of tolnaftate, U.S.P., 1% 
Cream/Solution/Powder Aerosol 


Because experience counts. 


Tinea corporis 


Tinea cruris 





Designed for the 
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Suspension 
UII Aristospan® 


ermatologist ==" 


"S mg./cc. 
INOT FOR 


‘INTRAVENOUS USE 


x CAUTION: r. 
adn prohibits dispens n 
Ari $ without Prescrip tiod 

: Stospan 5 cc. VIAL 
famcinolone Hexacetori : 


E Intralesional US* 





»mg./cc. ; uif 

NOT FOR INTRAVENOUS ` 

CAUTION: Federal law on 
nsing without pre* 
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ARISTOSPAN visos $ 


TRIAMCINOLONE HEXACETONIDE bmg. percc) 


The hexacetonide ester of the potent glucocorticoid triamcinolone... 
the most useful potency (5 mg. per cc.) 
- lesions respond to intralesional dosage of 0.5 mg. or less per square inch 


- indicated in intralesional or sublesional therapy of cystic acne, alopecia areata, sebaceous cysts, 


nummular eczema, keloids, lichen planus, lichen simplex chronicus, discoid lupus erythematosus, 


neurodermatitis, and psoriasis 
the most useful package size (5 cc. in a 12.5 cc. vial) 
- over-sized vial facilitates addition of diluents 
low solubility resulting in slow absorption from injection site 


COMPARATIVE SOLUBILITY OF INJECTABLE CORTICOIDS 





Dexamethasone phosphate ..................... 


Triamcinolone acetonide ...... 


ARISTOSPAN Triamcinolone Hexacetonide 
(Based on data on file at Lederle Laboratories) 





DESCRIPTION: A suspension containing 5 mg./cc. of micronized triam- 
cinolone hexacetonide in the following inactive ingredients: Polysorbate 

80 USP 0.20% w/v; Sorbitol solution USP 50.00% v/v; Water for Injection 
q.s. 100.00%, v. Preservative: Benzyl Alcohol 0.90% w/v. 


CONTRAINDICATIONS: Do not give intravenously. (Absolute) Active, 
latent or questionably healed tuberculosis; ocular herpes simplex; acute 
psychosis. Hypersensitivity to any component. (Relative) Active peptic 
ulcer; acute glomerulonephritis; myasthenia gravis; osteoporosis; fresh 
intestinal anastomoses; diverticulitis; thrombophlebitis; psychic disturb- 
ances; diabetes mellitus; hyperthyroidism; acute coronary artery disease; 
hypertension; limited cardiac reserve; local or systemic (including fungal 
and exanthematous) infections; pregnancy, particularly during the first 
trimester; when previous injections have produced local atrophy; in the 
presence of infection in or near the dermatologic lesions to be injected. In 
above, consider the risks against anticipated gains. 


WARNING: Unilateral blindness has been reported following steroid injec- 
tion in the scalp (extremely rare). Weigh possible benefits against possible 
risks when injecting into facial or scalp region. 


PRECAUTIONS: Upon anaphylactoid or other severe reactions or idiosyn- 
crasy, discontinue therapy; take proper measures. Withdraw gradually after 
prolonged treatment. When patients on ARISTOSPAN, or up to two years 
after discontinuance, are subjected to unusual stress (trauma, surgery), 
consider use of a soluble corticosteroid. Corticosteroid therapy may obscure 
symptoms of developing infection; if it occurs, treat appropriately. Growth 
suppression of children is possible during prolonged use. Corticosteroid 
therapy provides symptomatic treatment and does not obviate the need for 


Betamethasone acetate. ........... ern 
Methylprednisolone acetate ...................- 
Prednisolone tertiary butyl acetate .............. 


Percentage solubility in water at 25° C. 





conventional measures. INTRALESIONAL, SUBLESIONAL USE: Over- 
dosage (single, or repeated injections into the same intralesional site) may 
produce local subcutaneous atrophy, delaying recovery for several months. 
Avoid entering a blood vessel. 


ADVERSE REACTIONS: INTRALESIONAL, SUBLESIONAL: (Most 
troublesome) Subcutaneous atrophy at injection site (usually due to 
frequency of injection, overdosage, inadequate dilution, too great a volume). 
LOCAL EFFECTS: abscess, erythema, pain, swelling, necrosis, intradermal 
calcification at injection site, hypopigmentation, hyperpigmentation. 
SYSTEMIC EFFECTS: infrequent, but possible: depression of appetite 

(in contrast to voracious appetite ordinarily encountered with other gluco- 
corticoids; mood depression (most common corticosteroids may cause 
euphoria); mild early diuresis making edema uncommon (common gluco- 
corticoids cause sodium retention and edema); myopathy with muscle 
weakness involving thighs, pelvis and lower back (may occur more frequently 
than with other corticosteroids). GENERAL GLUCOCORTICOID 
EFFECTS: Cushingoid changes such as: acne, flushing, moon face, hirsu- 
tism, etc.; endocrinologic effects such as amenorrhea, menstrual irregularity, 
aggravation of pre-existing and/or precipitation of latent diabetes mellitus; 
skeletal changes such as osteoporosis, spontaneous fractures, aseptic 
necrosis of hip, humerus, and metacarpals; psychic disturbances, insomnia, 
headache, increased intracranial pressure with papilledema (pseudotumor 
cerebri) , convulsions; exophthalmos, increased intraocular tension, subcap- 
sular cataracts; peptic ulcer with possible perforation and hemorrhage; 
ulcerative esophagitis; thromboembolic disease, ecchymoses, purpura, 
leukopenia; negative nitrogen balance; hypertension; and rarely, necrotizing 
angiitis and acute pancreatitis. These systemic effects are unlikely to occur 
when drug is used as recommended. 


ec LEDERLE LABORATORIES A Division of American Cyanamid Company, Pearl River, New York 10965 
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“A comprehensive text of this quality with a built-in system of updating belongs in the library 
of every serious clinician. If the publishers prove worthy, Clinical Dermatology will be a sound 
investment in a resource tool, an encyclopedia of the current dermatologic literature" — ANNALS 
OF INTERNAL MEDICINE | 


CLINICAL DERMATOLOGY 


A four-volume loose-leaf reference service with annual revisions 


With 174 contributors. Edited by D. Joseph Demis, M.D., Ph.D., Robert G. Crounse, M.D., - 
Richard L. Dobson, M.D., and Joseph McGuire, M.D. - 


3,588 pages. 2,662 illustrations. $160.00 for four volume set, index volume, and first year's 
services; $27.50 per year thereafter for revision service. 


- Now there is a single reference source covering every important aspect of dermatology. This new profusely 


illustrated, four volume text provides a wealth of practical, detailed information on common and rare skin 
diseases. A vast amount of knowledge, collected from 174 eminent contributors, has been carefully organized 
for quick reference. And the unique annual service assures that this information will remain up-to-date year 
after year. Each year, subscribers to the annual service receive "new pages for old" — partially or completely 
rewritten sections, addenda, chapters on new subjects, plus a completely new index. The new pages are 
easily inserted into the sturdy loose-leaf binders in place of outdated information, thus keeping the text 
current. 


". . . authoritative and reliable." — MEDICAL WORLD NEWS 


DERMAL PATHOLOGY 


With 17 contributors. Edited by James H. Graham, M.D., Waine C. Johnson, M.D., and Elson B. Helwig, M.D. 
1,155 illustrations (77 in full color). 840 pages. $45.00 


This new work presents current concepts of dermal pathology covering many specific disease entities including 
basic information on embryology, anatomy, histology, electron microscopy, and histochemistry. The highly 
illustrated text is divided into five sections with the first part providing basic information defining the special 
language of dermal pathology. The other four sections consist of: inflammatory dermatoses; granulomatous 


' dermatoses; nevi and neoplasms; and reticuloendothelial and alternative dermatoses. Specific skin disorders 


showing similar histopathologic changes are grouped together. This approach stresses the differential diagnosis 
and emphasizes the distinguishing features between diseases which show overlapping histopathologic changes. 
The discussion of each disease includes a-brief description of clinical information including gross pathology, 
histopathologic characteristics, pertinent histochemistry, differential diagnosis, and comments where indicated. 
This book should enable the reader to improve his ability to diagnose skin disorders by light microscopy 
and to better understand the pathogenesis of the diseases discussed. 


HARPER & ROW, Publishers, Inc. Medical Department 2350 Virginia Ave. Hagerstown, Md. 21740 
Please send, on thirty day approval: 


Lj Demis: CLINICAL DERMATOLOGY . 22.2... 2 occ ccc cece cece e cence cree eceuaecevcceeeteeees $160.00 
C] check enclosed (Save — subtract 5% for payment with order) 
O bill me for full amount 
O bill me @ $_______ a month (minimum of $10.00 per month) 
C] send additional information on CLINICAL DERMATOLOGY 














O Graham, Johnson, & Helwig: DERMAL PATHOLOGY ............... DEP ETE $45.00 
O check enclosed (Save — we pay postage and handling) 
O bill me ` 
Name 
Address 
City State Zip 
AD-7 


One for all 
In stubborn scalp seborrhea. 


In severe scalp seborrhea and psoriasis, Sebutone 
penetrates and removes crusty scales and excess oil. 
It also helps stop itching. Westwood tar, the first tar 
to be both chemically and biologically standardized, 
keeps Sebutone's therapy effective. As proven under 
a Wood's light, Westwood tar provides uniform 
therapeutic activity and full 72-hour residual action. 
Try Sebutone...the therapeutic tar shampoo for all. 
See PDR. Supplied: 4 fl. oz. bottles. 

Contains: WESTWOOD? TAR (equivalent to 0.596 Coal Tar USP) in 
SEBULYTIC® brand of soapless cleansers and wetting agents; KEROHYDRIC® 


brand of dewaxed, oil-soluble, keratin-moisturizing fraction of lanolin; 
with micropulverized sulfur 2%; salicylic acid 2%. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 















For 
stubborn 
dandruff 
and 
scalp 
psoriasis 


Sebutone 


Antiseborrheic 


TAR SHAMPOO 












Tar therapy with quality 











































TINVER the only R Lotion specifically 
designed for tinea versicolor 


The hot weather is upon her. And if she 
suffers from tinea versicolor, she'll be on the 
spot from now on without some help. 


That's where TINVER® comes in. It's the 
pleasant, acceptable way to combat TV. This 
antifungal lotion is designed to release its 
sulphur gradually without unpleasant odor. 
TINVER spreads easily. There's no messy 
staining of garments or linen. No tacky after- 
feeling. The lotion's patented Micel A® base 
dries to a smooth, invisible film that holds 
agents at the site of the infection without 
flaking. And TINVER's cleansing, keratolytic 
action aids penetration of the medication 
and assures more dependable results. 


MOVER 


Description: Sodium thiosulfate 25%; salicylic acid 1%; isopropyl 
alcohol 10%; propylene glycol; menthol; disodium edetate; 
colloidal alumina; purified water. Indications: For topical use in 
the treatment of tinea versicolor (Malassezia furfur infection). 
Precautions: If signs of irritation or sensitivity develop, discontinue 
use. Do not use on or about the eyes. Administration: Thoroughly 
wash, rinse and dry the affected areas before application of 
medication. Apply a thin film of lotion twice a day or as directed. 
Although diagnostic evidence of the disease may disappear in a 
few days, it is advisable to continue treatment for a much longer 
period. Clothing should be boiled to prevent reinfection. How 
Supplied: 6 fl. oz. plastic squeeze bottles. Caution: U.S. Federal 
law prohibits dispensing without prescription. 


TINVER® 


(sodium thiosulfate 
25%, salicylic acid 1%) 


The pleasant solution to tinea versico 
Physician’s sample available upon req 


from 
Barnes-Hind Laboratories 


Division of Barnes-Hind Pharmaceuticals 
895 Kifer Road, Sunnyvale, California 94086 


Makers of a complete line of such fine 
dermatological products as: Komed® HC, 
Barseb® HC, Tinver®, Heb®-Cort MC, and 
Thera-Spray™. 


rhe Mle rto Aree 





efights skin infections 
due to susceptible 
organisms 

erarely sensitizes 


POLYSPORIN OINTMENT 


= a 2 Each gram contains: Aerosporin® brand 
(polymyxin B-bacitracin| Polymyxin B Sulfate 10,000 units; Zinc Bacitracin 


500 units, in special white petrolatum q.s. 


For minor burns, cuts, infections. Topical antibacterial action 
against a wide range of susceptible organisms. Rare 
chance of sensitization. Especially for patients with 
possible sensitivity to other topical antibiotics. 











Available in 1- and ¥2-0z. tubes. 


Contraindications: This product is contraindicated in those 
individuals who have shown hypersensitivity to any of its components. 


Caution: As with other antibiotic products, prolonged use may 
result in overgrowth of nonsusceptible organisms, including 
fungi. Appropriate measures should be taken if this occurs. 


A frequ Tom 
Onal Services Dept. PML. 
Burroughs Wellcome Co. 
Research Triangle Park 
Wellrome / North Carolina 27709 


VANOXIDE-HC 
VANOXIDE 


or Intensive acne therapy! 








Initial therapy L. In vitro, microbiological evaluations confirm that 
This initial prescription for VANOXIDE-HC and VANOXIDE are 70% to 
the most rapid and 300% more effective against C. acnes than lotions 
dramatic improvement. containing only Benzoyl Peroxide". 





2. In vivo, VANOXIDE-HC and VANOXIDE actually 
penetrate the comedones and greatly reduce C. acnes 
concentrations within the pilosebaceous structures. 
For example, 45,000,000 C. acnes reduced to 600,000 
within two weeks'. 





3. VANOXIDE-HC and VANOXIDE rapidly and 
dramatically suppress C. acnes flora in surface sebum 
with a typical reduction from over 10,000,000 żo 
less than 100 within two weeks. 

















I 4. VANOXIDE-HC and VANOXIDE significantly 
ollow-up therapy decrease the quantity of surface sebum and reduce 


This follow-up prescription the free fatty acid to fatty esters ratio in sebum? 
for maintenance medication. 





5. VANOXIDE-HC and VANOXIDE increase the 
kao iniu e e thickness of the stratum corneum yielding a very 


` desirable “drying” effect which is quite gratifying, 
Vamp - and assures essential patient cooperation’. 
; References: 
IM. Rakieten, M.D., PhD., South Shore Bacteriological Research 
Lab., Islip, N.Y. 


2Unpublished Data. Personal Communications on File at 
Dermik Laboratories, Inc. 

i 

Avete Syosset, N. Y. 1179 


WHERE RESEARCH AND ECONOMY COME FIRST! 














+ CAUTION — U.S. Federal law prohibits dispensing without prescription. COMPOSITION (As Dispensed) Hydrocortisone Aleohol—0.5% W/V, Benzoyl Peroxide— 
5.0%W/V. 5-Chloro-8-Hy droxyquinoline—0.25% W/V CONTRAINDICATIONS- Topical hydrocortisone preparations should not be used in the presence of tuber- 
culosis of the skin, viral infection, herpes simplex, vaccinia or varicella, including herpes simplex of the eye and adjacent skin and dendritic keratitis. 


DOCTOR 


Let Us Process 
Your Tissue Slides 


e SPEED 
e EFFICIENCY 
e SAVINGS 


Over 10 Years Experience 
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reported with topical corticosteroids: 
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torial processing. The corresponding author will receive 200 
free tearsheet copies of the article. 

C] Submit an original typescript and two high quality copies of 
the entire manuscript including short communications such as 
letters to the editor, book reviews, announcements, etc. All copy 
(including references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm 18V» x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

[C] Titles should be short, specific, and clear. They should not 
exceed 75 characters, including punctuation and spaces. A sub- 
title is often useful to shorten the main title. Provide a brief 
"running title" on each manuscript page. The title page should 
include the full names and academic affiliations of all authors, 
the address to which requests for reprints should be sent, and, if 
the manuscript was presented at a meeting, the name of the 
organization, place, and date on which it was read. 

The style of writing should conform to acceptable English 
usage and syntax. Slang, medical jargon, obscure abbreviations, 
and abbreviated phrasing are to be avoided. 

O Manuscripts reporting the results of experimental investi- 
gations on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the pro- 
cedure(s) had been fully explained. 

C] Authors whose "first" language is not English should ar- 
range for their manuscripts to be written in idiomatic English 
prior to submission. 

[_] Provide an abstract (135-word maximum) of the article. The 
abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

[C] List references in consecutive numerical order (not alpha- 
betically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited 
in the text or tables. Unpublished data and personal communi- 
cations should not be listed as references. References to journal 
articles should include (1) author, (2) title, (3) journal name (as 
abbreviated in Index Medicus), (4) volume number, (5) inclusive 
page numbers, and (6) year, in that order. References to books 
should include (1) authoris), (2) chapter title (if any), (3) editor 
(if any), (4) title of book, (5) city of publication, (6) publisher, and 
(7) year. Volume and edition numbers. specific pages, and name 
of translator should be included when appropriate. The author 
is responsible for the accuracy and completeness of the references 
and for their correct text citation. Please note this journal’s punc- 
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tuation and sequence style preference in previously published 
reference listings. 

[C] Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 

(_] All measurements are to be in metric units. 

[_] Letters to the Editor. The Editor will be pleased to receive 
correspondence which pertains to material published in the 
ARCHIVES. If intended for publication, such letters should be 
clearly marked “For Publication.” 

Use only those illustrations that clarify and augment the 
text. Submit illustrations in duplicate, unmounted and un- 
trimmed. Do not send original artwork. Send high-contrast glossy 
prints (not photocopies). Figure number, name of senior author, 
and arrow indicating “top” should be typed on a gummed label 
and affixed to the back of each illustration. All lettering must be 
legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain used should 
be provided when pertinent. Illustrations should preferably be in 
a proportion of 12.5 x 18 cm (5 x7 inches). 

Legends should be typed double spaced beginning on a separate 
sheet of paper. Length should be limited to a maximum of 40 
words. 

LJ An experienced medical illustrator should be employed 
whenever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. If 
halftone artwork with labels is submitted, affix type and leaders 
to a clear acetate overlay registered to the base drawing. Labels 
and leaders should be applied directly to the drawing board sur- 
face if the artwork consists only of line ink technique. 

LJA letter of consent must accompany all photographs of pa- 
tients in which a possibility of identification exists. It is not suf- 
ficient to cover the eyes to mask identity. 

J Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ArcHivEs will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be 
borne by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square 
finished illustrations which can be arranged on a one-page lay- 
out. Any additional illustrations or special effects will be billed 
to the author at cost. Positive color transparencies (35 mm pre- 
ferred) must be submitted for an evaluation. Do not send color 
prints unless accompanied by original transparencies. If trans- 
parencies are mounted in frames or glass, the material should be 
carefully packed in gauze and sent with the manuscript in a 
separate container or between two pieces of pressboard. 

[C] Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28 cm (8!/» x 11 inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. 

[C] Tables should be arranged so that when printed they will 
not be wider than three columns of ARCHIVES body type. Gen- 
erally three, six, or nine typewritten columns of data (including 
stub, or left column) will fit into three columns. All tables must 
be numbered consecutively, beginning with 1, and each must 
have a heading. Example: "Table 6. — Results of Blood Coagula- 
tion Studies." 
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Everyone knows, 
dexamethasone Is 
a weak steroid. 


Right? 





Wrong. 


And we can prove it. 


|^ 


Aeroseb-D ". as effective as 
fluocinolone acetonide in seborrheic 
dermatitis. 


Study #1 suggests in a special double blind clinical trial, 
hat Aeroseb-D is as effective as fluocinolone acetonide in the 
reatment of seborrheic dermatitis. 


Nineteen adult males with seborrheic dermatitis of the scalp, 


ated moderate to severe, were randomly divided into two groups. 
)ne was treated with Aeroseb-D and the other with fluocinolone 
cetonide 0.01% solution. The subjects were treated once daily 
or twenty-four days, then evaluated independently three separate 
imes at four-day intervals following the end of treatment. 

The clinical investigator concluded that "both agents were 
ffective. It was not possible to distinguish between them." (1) 


| 


Seroseb-D...as effective as 
luocinolone acetonide in dandruff. 

Study £2 suggests that, in a double blind clinical trial, 
\eroseb-D is as effective as fluocinolone acetonide in controlling 
evere scaling in dandruff. 

Twenty-four subjects with severe dandruff were divided 
andomly into two groups, one treated daily with Aeroseb-D and 
he other treated daily with fluocinolone acetonide 0.01%. Each 
ubject was examined weekly for scaling, inflammation. oiliness, 
nanageability and itching. The clinician evaluating these symptoms 
vas unaware of what treatment was being used on each patient. 
?ollowing the completion of once daily treatment for four weeks, 
he subjects were examined weekly for another three weeks to 
?easure the rate of recurrence. The investigator concluded that... 
Both preparations are effective in the treatment of dandruff. 
differences between the two groups (of treated subjects) are minor 
nd should not effect overall usage of either preparation." (2) 


\eroseb-D...as effective as fluocinolone 
icetonide in a vasoconstrictor assay. 


Study #3 demonstrates that dexamethasone applied in the 
veroseb-D dosage form produces vasoconstriction equal to or 
reater than fluocinolone acetonide in a 0.01% commercially 
vailable solution. 

Relative absorption of topically applied steroids can be 
ssayed using vasoconstriction as the index of comparison. (3) 
'revious studies have shown topical fluocinolone acetonide to 
ave much greater vasoconstriction activity than topical 
examethasone. (4) However, when an equal therapeutic dose* of 
uocinolone acetonide .01% solution in propylene glycol and 
examethasone alcohol ( Aeroseb-D — dexamethasone) in an 
Icohol-based aerosol system were compared for vasoconstrictor 
ctivity the Aeroseb-D dexamethasone system produced an equal 
r slightly greater vasoconstrictor effect. (5, 6) 


Equal doses are Aeroseb-D = 0.01cc. Fluocinolone acetonide solution = 0.01cc 
idged by the investigator to be therapeutically equivalent 
* a practical clinical situation 


Degree oft Involvement 
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Initial Rating 


Degree of Vasoconstriction 
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Aeroseb-D 


The versatile steroid spray. 


@ The first fluorinated steroid in the proven Aeroseb aerosol system. 

Bi Dual use design; with applicator tube for steroid-responsive dermatoses 
of the scalp, without applicator tube for treating dermatoses on other 
areas of the body. 

E Delivers effective fluorinated steroid medication directly to the site 
of inflammation. 


E Cosmetically superior...won't coat, muss or mat the hair. 
E Designed to deliver more treatments per gram than other aerosol sprays. 


For the Scalp: 


Aeroseb's unique applicator tube 
gets the steroid to the site of inflammation 
without disturbing the hair. 


k For Other Body Areas: 


N Without the applicator tube (simply 
pull it out) Aeroseb-D is effective in 
treating other dermatoses. Because 
Aeroseb-D possesses a lower pressure 
than other steroid sprays, less is wasted 
by the patient. 





Aeroseb-D (dexamethasone) topical aerosol spray 





DESCRIPTION: Each aeroso! contains: 15 Gm.* 90 Gm 
üexametfiasoria ...... TIE EEE E S serlo EN ETE EA se tasse oie d d ER ER pe Eie 1.66 mg. 10 mg. 
alcohol (41.996 by weight) x. 552 coles equi coder cnp eie Ep a ce bares reise As cca seca eki c 6.28 Gm. 37.7 Gm. 


with: isopropyl myristate and propellant (dichlorotetrafluoroethane). 

Each 1 second of spray dispenses approximately 0.023 mg. of dexamethasone. 

*Sample size only — not available for sale. 

` INDICATIONS For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 

- CONTRAINDICATIONS Topical steroids are contraindicated in viral diseases of the skin such as varicella 
and vaccinia. 
Topical steroids are contraindicated in those patients with a history of hypersensitivity to any of the 
components of the preparation. 
This preparation is not for ophthalmic use. 
Topical steroids should not be used when circulation is markedly impaired. 
WARNINGS USAGE IN PREGNANCY: Although topical steroids have not been reported to have an 
adverse effect on the fetus, the safety of their use in pregnant females has.not absolutely been 
established. Therefore, they should not be used extensively on pregnant patients, or in large eounts or 
for prolonged periods of time. 
PRECAUTIONS lí irritation develops, the produet should be discontinued and appropriate therapy 
instituted. 
In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be 
instituted. If a favorable response does not occur promptly, the corticosteroid should be discontinued 
until the infection has been adequately controlled. 
If extensive areas are treated or if the occlusive technique is used, the. possibility exists of increased 
systemic absorption of the corticosteroid and suitable precautions should be taken. 
When used about the face, the eyes should be covered and inhalation of the spray should be avoided. 
> This medication contains alcohol. It may produce irritation or burning sensations in open lesions. 
ADVERSE REACTIONS The following local adverse reactions have been reported with topical ico- 
steroids, either with or without occlusive dressings: burning sensations, itching, irritation, dryness, 
tolliculitis secondary infection, skin Spey: striae, | TOR acneform eruption and 
hypopig mentation. 

























1) G. S. Herbert Laboratories es Pagi Seres No: 7, dud (report. available on written request). 
à G.S. Hean paborsiariee Report Series No. 6, Tera capot avaitabie on written request). 





Manifestations 


of urticaria: 
whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 

as the result of whealing. That this is not the 
case is, however, shown in the exceptional 
cases of typical hives without itching." 

"Typical urticarial skin eruptions showing 


sharply demarcated, elevated wheals. In this case, 
wheals are surrounded by erythema. 


The pathogenic 


mechanism. 


Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 
M.— intact mast cell 
— erythrocyte 
N — nucleus of endothelial cell of capillary 





Contraindications: Glaucoma, predisposition to urinary reten- 
tion, stenosing peptic ulcer, pyloroduodenal obstruction, con- 
current monoamine oxidase inhibitor therapy, an asthmatic 
attack, or other lower respiratory symptoms, and hypersensitiv- 
ity to this drug. Should not be prescribed for elderly, debilitated 
patients. 

Warnings: Becauseoffrequently occurring drowsiness, may im- 
pair alertness in some patients, including children attending 
school; operation of automobiles and other activities made haz- 
ardous by diminished alertness should be avoided. In preg- 
nancy, lactation, or women of childbearing age, weigh potential 
benefits against possible hazards to mother and child. An inhibi- 
tion of lactation may be produced. 

Overdosage of antihistamines, particularly in infants and chil- 
dren, may produce convulsions and death. 

Precautions: Caution patients against ingestion of alcohol and 
other CNS depressants. Use with caution in patients with bron- 
chial asthma because of a possible drying effect on bronchial se- 
cretions. Rarely, prolonged therapy with antihistamines may 


cause blood dyscrasias, but none has been reported as yet with 
this drug. 

Adverse Reactions: Drowsiness and somnolence appear fre- 
quently, but may disappear after three or four days of therapy. 
Dry mouth, dizziness, jitteriness, faintness, dryness of mucous 
membranes, headache, nausea, and allergic skin manifestations 
of rash and edema have been reported in low incidence. Rarely, 
CNS stimulation (such as agitation, confusion, visual hallucina- 
tions) may occur. 

How Supplied: Tablets containing 4 mg cyproheptadine HC] 
each, in bottles of 100; Syrup, containing 2 mg cyproheptadine 
HC] per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as 
preservative, in bottles of 473 ml. 

For more detailed information, consult your MSD representative or 
see full Prescribing Information. Merck Sharp & Dohme, Division 
of Merck € Co., Inc., West Point, Pa. 19486. 

Reference: 1. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Der- 
matology, Diagnosis and Treatment, ed. 2, Chicago, The Year 
Book Publishers, Inc., 1961, p. 229. 


Manifestations 
and Management 
of Urticaria 


Management of urticaria. 


Obviously, identifying the etiologic factor — and eliminating it — is the most satis- 
factory approach to its prevention. However, the search for a causative 


agent can prove lengthy or unproductive. Immediate symptomatic treatment 
should be considered. 


Administration of an antihistamine is often satisfactory, except for acute episodes 
with laryngeal edema in which epinephrine may be required. Overheating 

or hot baths tend to increase pruritus; cool colloidal baths tend to be soothing. 
Sedatives may prove helpful. 


for mild uncomplicated 
allergic skin manifestations of urticaria — 


PERIACTIN 


(Cyproheptadine HC1| MSD) 


Tablets,4mg Syrup, 2 mg/5 ml 
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Delivery Steroid 


A new and potent steroid ester in 
a unique new vehicle, effective 


without occlusion... even in psoriasis” - 
The active ingredient in new Benisone* Gel $ 


(betamethasone benzoate) is completely in solu- 
* tion... to enhance rapid, maximal percutaneous 
absorption. 

Benisone Gel contains a potent fluorinated 
corticosteroid with antipruritic and anti-inflam- 
matory activity against a variety of dermatoses 


in both adults and childrens It is effective - 


without occlusior£ even in psoriasis .and few 
* side effects have been observed.r? 

Benisone Gel is cosmetically elegant . . . on 
either smooth or hairy skin surfaces. It dries to 
a colorless, transparent film that is non-sticky, 
non-staining, water-washable and non-waxy. 

Moreover, it is free of parabens or other poten- 
/ tially sensitizing preservatives... because the ve- 
hicle components them- 
selves maintain sterility. 


* OVERALL RESPONSE: 


Seborrheic Dermatitis 





81% GOOD TO EXCELLENT ON BENISONE GEL VS. 18% WITH PLACEBO! 


Disease Category: (40 patients in each group) 



































Economical in cost and 
á š : Eczematous 
coverage, this unique gel is  Dermatoses in 
easy to spread for maxi- — - 
mal steroid availability 
R Seborrheic 95% 
...doesnt run or cake... icm nt P<.001 
and therefore avoids s**t, "- 
medication waste. poets | 
**Severity of erythema and thickness of plaque decreased dermatitis) 0 10 20 30 40 50 60 70 80 90 100 
46-52% on Benisone Gel vs. 10-12% on placebo I I-— 1. 1 l = es o Ju. c s 


% of patients with good to excellent response 
See next page for summary of prescribing information. 


Placebo 


potent 
topical 
steroid 
efficacy 


new 
vehicle 





High vasoconstrictive effect 8 ... A 
modified Stoughton-McKenzie open 
assay was used to measure and com- 
pare the vasoconstrictive effect of 
Benisone Gel and 12 of the most wide- 
ly used fluorinated steroid formula- 
tions. The following findings, listed 
in descending order of vasoconstric- 
tive effect by type of vehicle, clearly 
demonstrate the superiority of Beni- 
sone Gel: 










Benisone Gel f ointments ( creams [ solution | lotion 


1,75* 1,35* 0.50* 


*Mean index number. Although results of standardized assays of vaso- 
constrictor activity cannot be assumed to indicate topical efficacy in derma- 
tologic therapy, they reliably measure a biologic effect, appear to have 
definite predictive value, and correlate well with clinical activity in 








patients with inflammatory dermatoses 


Cosmetically elegant on both smooth 
or hairy surfaces . . . non-greasy, non- 
staining, quick-drying, water-washable. 
Completely in solution (in a transpar- 
ent gel) . . . for rapid, maximal percu- 
taneous absorption. 


Clinically effective without occlusion* 


—even in psoriasis. . antipruritic . . . 
anti-inflammatory. 

Self-preserving . . . paraben-free. 
Economical in cost and coverage . . . 
easy to spread, no running or caking— 
therefore no wasted medication. 


Availableintubesof 15 and 60 em. 









Caution: Federal law prohibits dispensing without a 
prescription 

Benisone" Gel 0.025% contains the active steroid com- 
pound betamethasone benzoate, the 17-benzoate ester of 
betamethasone. having the chemical formula of 9a- 
fluoro-11B. 17, 2l-trihydroxv-16ß- merhvlpregna-l, 4- 
diene-3, 20-dione 17-benzoate 

Benisone" Gel contains betamethasone benzoate in a 
specially formulated gel base consisting of 13.8% (w/w) 
alcohol, carboxy-viny| polymer, propylene glycol, di- 
sodium edetate, diisopropanolamine and purified water 
The gel is self-liquefying, clear, greaseless and non- 
staining 

In this formulation the active ingredient is completely 
solubilized and remains in the clear film without crvs- 
tallization after evaporation of volatile substances 


Indications: Benisone Gel (betamethasone benzoate) is 
intended for topical application for symptomatic relief 
and adjunctive management of the inflammatory manifes- 
tations of corticosteroid-responsive dermatoses 


Contraindications: Topical steroids are contraindicated 
in viral diseases of the skin. such as varicella and 
vaccinia 

Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to anv of the com- 
ponents of the preparation 

This preparation is not for ophthalmic use 


Precautions: lf irritation develops, the gel should be 
discontinued and appropriate therapy instituted 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If 
a favorable response does not occur promptly, the corti- 
costeroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid and 
suitable precautions should be taken 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, the safety of their 
use in pregnant females has not absolutely been estab- 
lished. Therefore, they should not be used extensively 
on pregnant patients, or in large amounts, or for pro- 
longed periods of time. Due to the alcohol content of the 
vehicle, Benisone Gel (betamethasone benzoate) may 
cause mild. transient stinging without irritation if used 
on excoriated skin 
Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning 
sensations, itching, irritation, dryness, folliculitis, sec- 
ondary infection, skin atrophy, striae, hypertrichosis, 
acneform eruptions and hypopigmentation 


Dosage and Administration: Apply to affected areas 
2 to 4 times daily as needed 


Supplied: Benisone Gel is supplied in 15 gm and 60 
gm tubes 


References: |. Study CR-BG-IST, Data on file, Warner- 
Lambert Research Institute. 2. Study CR-BG- 3C, Data 
on file, Warner-Lambert Research Institute. 3. Study 
CR-BG-ILU, Data on file. Warner-Lambert Research In- 
stitute. 4, Study CR-BG-13U. Data on file, Warner- 
Lambert Institute. 5. Study CR-BG-13R, Data on file, 
Warner-Lambert Research Institute. 6. Study V. 1.12 
2301 2372, Data on file, Warner-Lambert Research Insti- 
tute. 7. Study CR-BG-IV, Data on file, Warner-Lambert 
Research Institute. 8. Stoughton, R. B. Corticoster- 
oids in psoriasis. in Farber, E. M.. and Cox, A. J. (Eds) 
Psoriasis, Proceedings of the International Symposium, 
Stanford University, 1971, Stanford, California, Stanford 
University Press, 1971, Chap. 40, pp. 367-375 

*Overall response 81% good to excellent on Benisone Gel vs 
18% with placebo 

**Severity of erythema and thickness of plaque decreased 46- 
52% on Benisone Gel vs. 10-12% on placebo 


WARNER/CHILCOTT 
Div. Warner-Lambert Company 
Morris Plains. N1. 07950 nici ii a4 
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Hydrates 

dry itchy skin... 
-OVer 

body care 

Keri Lotion 








Medicine’s men on the | 


Just who are they? They're the AMA's perma- 
nent representatives to Congress and a part of 
the AMA's Washington staff. 


in the 92nd Congress, about 10% of al! legisla- 
tion introduced was health related — more than 
2,500 bills. The AMA's representatives serve 
as the eyes, ears and voice for our profession 
on such legislation. Keeping in close contact 
with members of Congress and their staffs. 
Explaining and promoting our profession's 
views. Reporting on legislation. And providing 
legislators with resource material and informa- 
tion on medical and health subjects. 


They're on the Hill to protect your interests, 


KE 
y * 





lobbying to retain the basic pri 
practice in any government he 
might be enacted. Equally imp 
to insure the passage of const 
able health legislation for the Į 


Sure, the AMA lobbies. We lo 
and interests of our professic 
medical care for every Ame 
your voice, your support, we c 
effective. 


Join us. 


We can do much more 
American Madical Association 
535 N. Dearborn St. Chicago, lil. 6t 


anOxyl prevides rapid peelin 
d increased drying 


for all the faces of acne. 


When you prescribe PanOxyl in either strength you 
offer your acne patient a topical medication that 
will achieve superior desquamation, keratolysis 
and suppression of lesions, as well as providing 
antiseptic activity. 


PanOxyl 5 and 10 Acne Gels are formulated in a 
base with polyoxyethylene lauryl ether to enhance 
the peeling activity of benzoyl peroxide. Prelimi- 
nary clinical evaluations have shown that one or 
more daily applications provide rapid peeling and 
increased drying. 


COMPOSITION: PanOxy! 5 Gel contains 5% benzoyl peroxide, 
6% polyoxyethylene lauryl ether and 40% ethyl alcohol in a gel 
base formulated with colloidal magnesium aluminum silicate, hy- 
droxypropylmethylcellulose, citric acid, fragrance and purified water. 
PanOxyl 10 Gel contains 10% benzoyl peroxide, 6% polyoxyethylene 
lauryl ether and 40% ethyl alcohol in a gel base formulated with 
collodial magnesium aluminum silicate, hydroxypropylmethylcellulose, 
citric acid, fragrance and purified water. 


ACTION AND USES: The topical use of PanOxyl 5 and PanOxyl 10 
provides therapeutic control of acne through drying and desquamative 
action, as well as providing antiseptic activity. 


INDICATIONS: Use as an aid in the treatment of acne. 
DOSAGE AND ADMINISTRATION: Apply 1 or more times daily 


to affected areas. Washing the face with soap and water prior to 
application greatly enhances the efficacy of the medication. 


STIEFEL 


CONTRAINDICATIONS: | Patients with a known sensitivity to benzoyl 


peroxide or polyoxyethylene lauryl ether should not employ these 
medications. 


PRECAUTIONS: For external use only. Do not permit products to 
come in contact with the eyes or mucosal membranes. Very fair indi- 
viduals should always be started on a single application at bedtime, 
allowing the medication to remain on the skin overnight. PanOxyl 
may bleach colored fabrics. 


PACKAGE INFORMATION: PanOxyi 5 and PanOxy! 10 are supplied 


in plastic tubes, each containing 1.5 ounces. 


CAUTION: Federal Law prohibits dispensing without a 
prescription. 


PanOxyl 5: Stock No. 2372-5 PanOxyl 10: Stock No. 2373-5 


Logical Dermatologicals Since 1847 





Acne Aid products give you effective 
topical therapy for your acne patients 


INL à | y 


CONTAINS 0.375% 
P-CHLORO-M-XYLENOL 
2.5% SULFUR 
1.25% RESORC 





STIEFEL 


Logical Dermatologicals Since 1847 


STIEFEL LABORATORIES, INC. 


Oak Hill, N.Y. 12460 


FULVICIN-U/F® Tablets brand of 
griseofulvin (microsize) tablets, U.S.P. 
The use of this drug is not justified in minor or 
trivial infections which will respond to topical 
antifungal agents alone. CLINICAL 
CONSIDERATIONS—INDICATIONS: Griseo- 
fulvin is fungistatic and is indicated for 

the treatment of ringworm infections of the skin, 





Tinea, cruris, Tinea barbae, Tinea capitis, ns 
Tinea unguium (onychomycosis) when caused by 
one or more of the following genera of fungi: 


interdigitalis, Trichophyton verrucosum, 
Trichophyton megnini, Trichophyton gallinae, 
Trichophyton crateriform, Trichophyton 
sulphureum, Trichophyton schoenleini, 
Microsporum audouini, Microsporum canis, 
Microsporum gypseum, Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi 
responsible for the infection should be 
identified. The use of this drug is not justified in 
minor or trivial infections which will respond to 
topical agents alone. Griseofulvin is not effective 
in the following: Bacterial infections, 
Candidiasis (Moniliasis), Histoplasmosis, 
Actinomycosis, Sporotrichosis, 
Chromoblastomycosis, Coccidioidomycosis, 
North American Blastomycosis, Cryptococcosis 
(Torulosis), Tinea versicolor, Nocardiosis. 
CONTRAINDICATIONS: This drug is 
contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS: Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of fungal 
infections has not been established. Usage in 
pregnancy: The safety of this drug during 
pregnancy has not been established. 
PRECAUTIONS: Patients on prolonged therapy 
with any potent medication should be under 
close observation. Periodic monitoring of organ 

ystem functions, including renal, hepatic, and 
hematopoietic, should be done. Since griseofulvin 
is derived from species of Penicillium, the 
possibility of cross sensitivity with penicillin 
exists; however, known penicillin-sensitive 
patients have been treated without difficulty. 
Since a photosensitivity reaction is occasionally 
associated with griseofulvin therapy, patients 
should be warned to avoid exposure to intense 
natural or artificial sunlight. Should a 
photosensitivity reaction occur, lupus 
erythematosus may be aggravated. Griseofulvin 
decreases the activity of warfarin-type 
anticoagulants so that patients receiving these 
drugs concomitantly may require dosage 

Wf adjustment of the anticoagulant during and after 

* griseofulvin therapy. Barbiturates usually 
depress griseofulvin activity and concomitant 
administration may require a dosage adjustment 
of the antifungal agent. 
ADVERSE REACTIONS: When adverse 
reactions occur, they are most commonly of the 
hypersensitivity type such as skin rashes, 
urticaria, and rarely, angioneurotic edema, and 
may necessitate withdrawal of therapy and 
appropriate countermeasures. Paresthesias of 
the hands and feet have been reported rarely 
after extended therapy. Other side effects reported 
occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fatigue, 
dizziness, insomnia, mental confusion, and 
impairment of performance of routine activities. 
Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be 


discontinued if granulocytopenia occurs. When e 
rare, serious reactions occur with griseofulvin 
F they are usually associated with high dosages, s 
long periods of therapy, or both. Available in e 


125 mg., 250 mg., and 500 mg. scored tablets. brand of 


5 s s s 
ris ase rae griseofulvin (microsize) tablets, U.S.P 


available from your Schering 


Representative or Professional Services 
incer onu m FOR DEEPIU ItBEDDED RINGWORM 
Kenilworth, New Jersey 07033. 
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Announcing! 


A new edition of CPT! Over 2,000 new and 
revised procedures! The most comprehensive 


listing ever! 


Physicians’ 
Current 
Procedural 
Terminology 


$5.00 each- single copies 


$4.50 each- 11 or more copies 


$5.50 each- areas outside 
U.S., U.S. Possessions, 
Canada and Mexico 


Microfiche and magnetic com- 


puter tapes are also available. 


Prices furnished upon request. 


Physicians’ Current Procedural Terminology 


is a listing of medical terms 
and identifying codes for re- 
porting medical services and 
procedures performed by 
physicians, - and may be used 


American Medical Association 


in the development of billing 
systems, relative value stu- 
dies, guidelines for medical 
care review, and for practice 
management purposes. 


535 North Dearborn Street/Chicago lllinois 60610 


Enclosed is $ for 


copy(s) of Current Pro- 





cedural Terminology, 3rd Edition (CPT-3), OP-41. 


Name 


Title 





Address 





City/State/Zip 











Valiscne 


Lotion O3, — 


CLINICAL CONSIDERATIONS — INDICATIONS: 
VALISONE Lotion is indicated only in the topica 
management of seborrheic dermatitis of the scal} 
Double-blind studies have shown that seborrhei 
dermatitis of the scalp responded to VALISONE 
Lotion significantly better than to the vehicle, 
which also produced a relatively high order of 
therapeutic response. CONTRA INDICATIONS: 
VALISONE Lotion is contraindicated in viral 
diseases of the skin, such as vaccinia and varicell 
Hypersensitivity to any of its components is a 
contraindication to the use of this preparation. 
PRECAUTIONS: If irritation or sensitization 
develops with the use of VALISONE Lotion, 
treatment should be discontinued and appropria 
therapy instituted. If extensive areas of the body 
are treated with topical corticosteroids, 
particularly under occlusion, sufficient systemic 
absorption to produce adrenal suppression and 
systemic corticosteroid effects may occur. These 
effects of absorption of steroids are usually 
reversible. Ulceration has been reported in a few 
cases with use of topical corticosteroids in skin 
conditions which involve impaired circulation 
(i.e., stasis dermatitis). Prolonged application of 
corticosteroid-containing products under 
occlusion may result in striae or atrophy of the 
skin or subcutaneous tissue. Usage in Women of 
Childbearing Age: The use of any drug during 
pregnancy and the lactation period or in women 
of childbearing age requires that the potential 
benefits of the drug be weighed against the 
possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have ai 
adverse effect on the fetus, but the safety of their 
use in pregnant patients has not been definitely 
established. They should not be used extensively 
or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatmen 
warrants the risk. VALISONE Lotion is not for 
ophthalmic use. ADVERSE REACTIONS: The 
following local adverse reactions have been 
reported with topical corticosteroids: burning, 
itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and 
hypopigmentation. The following may occur 
more frequently with occlusive dressings than 
without such therapy: maceration of the skin, 
secondary infection, skin atrophy, striae, and 
miliaria. DOSAGE AND ADMINISTRATION: Ap] 
a few drops of VALISONE Lotion to the affected 
area and massage lightly until it disappears. Appi 
twice daily, in the morning and at night. Dosage 
may be increased in stubborn cases. Following 
improvement apply once daily. For the most 
effective and economical use, apply nozzle to 
affected area and gently squeeze bottle. For more 
complete details, consult package insert or 
Schering literature available from your Schering 
Representative or Medical Services Department 
Schering Corporation, Kenilworth, New Jersey 
07033. SLR.142 














Now you see it. 


Now you don't. 
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HAUS PA TTE PES EE Sage 
Cosmetically acceptable 
because of nongreasy base 
Applied just twicea day... 

rapidly and economically 

controls itching, 

flaking of seborrheic dermatitis, 
Cools the scalp, 

contains no parabens, 

flows easily 

because of low viscosity. 


For Seborrheic Dermatitis 


Valisone Lotion 


brand of 


betamethascne valerate, NF 





Guides to the 
Evaluation of 
Permanent 
Impairment 


ee ee a ee ee a 


pr m m ee ee ee es es XÀ 


American Medical Association 
535 North Dearborn Street/Chicago, Illinois 60610 


Please send me. . copy(ies) of GUIDES TO 
THE EVALUATION OF PERMANENT IMPAIR- 
MENT. OP-298 at $5.00 each ($2.50 for medical 





students, interns, residents). My payment of 
is enclosed. 

Name 

Address 





City/State/Zip 





For the physician involved in the disability rat- 
ing process, it's complete, up-to-date, authorita- 
tive, and indispensable. 

It covers every conceivable kind of permanent 
impairment, including mental disorders, that 
could enter into a disability award. 

It gives impairment percentages for individual 
Systems and functions, for combined impair- 
ments, and for the "whole man": the relation- 
ship of impairment to the activities of daily 
living. 

Based on articles originally appearing in the 
Journal of the American Medical Association, 
revised and updated to include the most recent 
date, "The Guides" is unique in its field. 


GUIDES TO 
THE EVALUATION OF 
ANENT IMPAIRMENT 
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Texacort: 
Scalp Lotion 


(hydrocortisone) Rx 


DESCRIPTION: Texacort Scalp Lotion con- 
tains 1% hydrocortisone in a lipid-free, 
paraben-free vehicle containing 3396 alcohol, 
propylene glycol, polysorbate 20, benzal- 
konium chloride and purified water. The 
vehicle has a low surface tension in which 
hydrocortisone is solubilized. Chemically, 
the active ingredient in Texacort Scalp 
Lotion is 1 18, 17, 21-trihydroxypregn-4-ene-3, 
20 dione. 

ACTIONS: Topical steroids are primarily 
effective because of their anti-inflammatory, 
anti-pruritic and vasoconstrictive actions. 


INDICATIONS: For topical application for 
symptomatic relief and adjunctive manage- 
ment of seborrheic dermatitis and contact 
dermatitis of the scalp. 


CONTRAINDICATIONS: Topical steroids 
are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. 


Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. 
This preparation is not for ophthalmic use. 


Topical steroids should not be used when 
circulation is markedly impaired. 


WARNINGS: USAGE IN PREGNANCY: 
Although topical steroids have not been re- 
ported to have an adverse effect on the fetus, 
the safety of their use in pregnant females 
has not absolutely been established. There- 
fore, they should not be used extensively on 
pregnant patients, or in large amounts, or 
for prolonged periods of time. 


PRECAUTIONS: |f irritation develops, the 
product should be discontinued and appro- 
priate therapy instituted. 


In the presence of an infection, the use of 
appropriate antifungal or antibacterial 
agents should be instituted. If a favorable 
response does not occur promptly, the corti- 
costeroid should be discontinued until the 
infection has been adequately controlled. 


If extensive areas are treated or if the occlu- 
sive technique is used, the possibility exists 
of increased systemic absorption of the 
corticosteroid and suitable precautions should 
be taken. 

ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids, either with or without 
occlusive dressings: burning sensations, itching, 
irritation, dryness, folliculitis, secondary in- 
fection, skin atrophy, striae, hypertrichosis, 
acneform eruption and hypopigmentation. 
DOSAGE AND ADMINISTRATION: Apply to 
affected areas 3 or 4 times daily. When a 
favorable response is obtained, reduce dosage 
gradually and eventually discontinue. 

HOW SUPPLIED: ! fluid ounce bottle with 
dropper. 


«C 
ay 
TEXAS PHARMACAL COMPANY 


The company that cares for your patients’ skin. 
San Antonio, Texas 78296 


\ 


L] 


Texacort 
Scalp 
Lotion 


(hydrocortisone) 
lipid-free 





TEXAS PHARMACAL COMPANY The company that cares for your 


ee adjoining page for full disclosure 


Fast economy vehicle. 


Texacort Scalp Lotion (hydrocortisone) (equal in potency to 0.01% fluocinolone vehicle in the economy class. 


Kr doesn't come in a racy aerosol can, or a acetonide) is released more efficiently So, when you treat seborrheic and 
flashy spray bottle. and faster than scalp steroid products contact dermatitis, prescribe Texacort 
Nevertheless, it spreads medication using propylene glycol alone. Scalp Lotion. 
faster. Our vehicle also dries fast. Without It gets full-strength 
Because our vehicle is formulated with staining or leaving a greasy residue. SP medication to the root of 


both propylene glycol and alcohol. 


Economy? Texacort costs less per 
So, Texacort's 196 hydrocortisone 


the problem faster. 
application. Which really puts our 


More economically. 








Microbicidal power of à BETADINE 
antiseptic was used in decontamination procedures 
in APOLLO 11/12/14 splashdowns 


The same broad-spectrum microbicidal power that was selected by NASA for decontamination 
procedures in Apollo 11/12/14 lunar missions splashdowns is available in BETADINE Skin Cleanser 
and BETADINE Ointment. They are decisively microbicidal against all 5 major classes of pathogens: 
bacteria (both gram-positive and gram-negative, as well as antibiotic-resistant strains), fungi, 
viruses, protozoa and yeasts. 


BETADINE SKIN CLEANSER 

for degerming the skin of patients with common pathogens, including Staph. aureus...helps prevent 
recurrence of acute inflammatory skin infections caused by iodine-susceptible bacteria...in 
pyodermas, it serves as a valuable topical adjunct to systemic antimicrobial therapy...its microbicidal 
action helps prevent the spread of infection in acne pimples. BETADINE Skin Cleanser, with 

its rich, golden lather, may be used routinely for general skin hygiene. 

BETADINE OINTMENT : 

active against organisms commonly encountered in skin and wound infections, indicated in infected 
stasis ulcers, minor burns, and to prevent infection in lacerations and abrasions. It is water-soluble, 
nongreasy, nonsticky, and the treated area may be bandaged. 


BETADINE preparations are virtually nonirritating and do not stain the skin or natural fabrics. 
BETADINE Skin Cleanser is available in 4 fl. oz. plastic bottles. In the rare instance of local irritation 
or sensitivity, discontinue use in the individual. BETADINE Ointment is supplied in Ve oz. pouchettes, 
1 oz. tubes and 16 oz. (1 Ib.) jars. 

Purdue Frederick 


OMPANY/NORWALK. CONN. 06856 A7014 126773 


This needs 
the Synalar 0.025 


(RUOCINOIONE AC IDE) 


strong start. 


Effective adjunctive therap 
for all corticosteroid-responsive dermatoses. 


DICATIONS: For ef of the mmatory manifesta- 

uons of corticosteroid-responsive dermatoses 
CONTRAINDICATIONS: Topical steroids are contraindi- 
cated in vaccinia and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity to any 

of the components of the preparation 

PRECAUTIONS: If irritation develops. the product should 
be discontinued and appropriate therapy instituted. In the pres- 
of an infection the use of an appropriate antifun il or anti- 
bacterial agent should be instituted. If a favorable response does 
not occur promptly. the corticosteroid should be discontinued 
until the infection has been adequately controlled. If extensive 
is are treated or if the occlusive technique is used. the possi- 
lity exists of increased systemic absorption of the corticosteroid 
suitable precautions should be taken. Although topical 
steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has not 
absolutely been established. Therefore, they should not be used 
extensively on pregnant patients, in large amounts. or for pro- 
longed periods of time. The product is not for ophthalmic use 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids: burn- 
ing. itching, irritation. dryness, folliculitis, hypertrichosis, acne- 
form eruptions, hvpopigmentation. The following may occur 
more frequently with occlusive dressings than without such ther- 
apy: maceration of the skin. secondary infection, skin atrophy, 
striae, miliaria. See package insert for full prescribing information 


Available in 15 and 60 gram tubes. 


Synalar C 


(FIUOCINOLONE ACETOND 


0.025% 


CADE OF RELIABI 





for oily scalps of acne patients 


NEW ERNOX Shampoo | 


New Pernox® Shampoo...specially formulated for 
oily scalps associated with acne. A combination of 
biodegradable cleansers and hair conditioners, 
Pernox Shampoo effectively cleanses an oily scalp 
without leaving the hair dry and brittle. It has a pH 
of 5.5 which is the same as that of normal skin and 
scalp. Works into a rich lather...conditions as it 
cleanses...leaves hair soft and manageable with- 
out that fly-away look. 

Supplied: 4 oz. and 8 oz. plastic shatterproof bottles. p 





a head start helps clear faces. 
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Synalar 


(FLUOCNOLONE ACETONDE) 
0.025- Emollient Cream 


Synalar in an emollient cream base. 


Combines the emolliency of an ointment with the cosmetic acceptability 
d. of a cream. 
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PERMA TWEEZ' ELECTROLYSIS INSTRUMENT 


* Locate a Position 

Clinical study (copy on request) proves safety and efficacy 
* Buy and Sell Real Estate of laity self-use electrolysis. Study shows chin and even 
z axilla can be self-treated effectively through use of mirror. 
* Sell a Practice This permanent hair remover features the only patented self- 
* Rent Office Space correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 

* Find Associates ture also helps prevent infection. 


Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 












Place Your Advertisement Today ! PERMA TWEEZ & ATTACHMENT ...... 


[] Check enclosed. 


[] Invoice after 30 days. 
30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL COMPANY, Department D-40 


5701 West Adams Boulevard, Los Angeles, California 90016 


The Journal of the American Medical Association 
Classified Advertising Department 

535 North Dearborn Street 

Chicago, Illinois 60610 









To help stop the aggravation 
of moist sons". 7 


try 

Cordran | 
(flurandrenolide) — 
Cream FIRST: 


Cordran Cream, Half Strength, is one of 
the most economical topical corticoster- 
oids available for maintenance 
therapy of widespread or chronic 
lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. 
Patients rub a small quantity of the 
cream into the affected area wes is "MIB 
times daily. ; 


The cream has a specially fat 
base that provides penetrating action. 

It leaves a smooth, pleasant-feeling film 
on the skin. Since it is nonwaxy, there | 
is no heavy residue. 

For control in acute derni 

use full-strength Cordran Cream. 


Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia 

and varicella and in patients with a 
history of hypersensitivity to any of their 
components. 


Additional information available to the 
profession on request. Eli Lilly and 
Company, Indianapolis, Indiana 46206. 


*Responsive to topical corticosteroids. 

In the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. 


See next page for prescribing information. 


 Cordran Cream a 


(flurandrenolide) 
If a dermatosis wit respond to a topical corticosteroid, 
it should respond to Cordran 





If a dermatosis will respond to a topical 
corticosteroid, it should respond to Cordran® 


Description: Cordran® (flurandrenolide, Lilly) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluoro-16a-hydroxyhydrocortisone 16, 17-ace- 
tonide. 

Each Gm. of Cream Cordran contains 0.5 
mg. (0.05 percent) or 0.25 mg. (0.025 percent) 
flurandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzyl alcohol, and purified water. 


Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 


Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial therapy, full-strength (0.05 percent) prep- 
arations of Cream, Ointment, or Lotion Cor- 
dran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas. 


Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 


Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

in the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technic is used, there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 

Acneform eruptions 

Burning 

Dryness 

Folliculitis 

Hypertrichosis 

Hypopigmentation 

Irritation 

Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin 

Miliaria 

Secondary infection 

Skin atrophy 

Striae 


Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 


(flurandrenolide) 


be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 


Use with Occlusive Dressings 
The technic of occlusive dressings (for man- 
agement of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in a bath will help soften the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap", or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7.In more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings— Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restrictec. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, lesions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature occurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran® 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 

Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 

Lotion Cordran® (flurandrenolide, Lilly), 
0.05 percent, in 15 and 60-ml. plastic squeeze 
bottles. [071072] 
300664 


In one 
weekend 


you can be a 
more effective 
speaker. 


f 


Thots 
a promise. 


How? By attending the 
AMA Speakers and 
Leadership Program. 
Over 8,000 MDs have. 
Sessions include theory 
and drills on message 
preparation, delivery, 
fielding of questions, as 
well as individual 
coaching and instant 
TV playback. 






Programs are held at 
the Marriott Motor 
Hotel, O'Hare Airport 
in Chicago. 


Next programs are: 
Aug. 31-Sept. 2 
Oct. 26-28 
Nov. 16-18 


Contact: Mortimer Enright 
Director, AMA Speakers 
and-Leadership Programs 
535 N,;Dearborn St. 
Chicago,.lll. 60610 
(312) 751-6484 
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- Komed Lotion 





helps you help them 
treat acne, beautifully 


Komed is the original translucent, oil-free 
thixotropic lotion for the treatment of acne 
vulgaris. It dries rapidly to an invisible medi- 
cated film. And it is so cosmetically attractive 
and therapeutically active that patients will- 
ingly face the world with Komed all day long. 

Introduced nine years ago, Komed is still 
full of young ideas. Its patented Micel-A™ 
base does not stain and actually breaks down 
oils to help hold medication on the skin. And 
Komed contains no elemental sulfur. The 
evenly dispersed sodium thiosulphate decom- 
poses gradually, releasing nascent sulfur at the 
comedone site without marked development 
of sulfur odor. 

Komed has the medicinal and cosmetic 
benefits patients appreciate. It is antiseptic, 


cooling, astringent, drying and keratolytic. 
And because it dries rapidly to an invisible 
film, it may be worn by itself or under con- 
cealing cosmetics. 

Both Komed and TY 










Komed HC are pro- a = 

moted only to der- |RNES-HIND 
r H f> g 

matologists. If you : o 


have not prescribed 
either recently, why 
not ask your Barnes- 
Hind representative 
for samples. 
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EMT. 


Barnes-Hind Laboratories 

Division of Barnes-Hind 
Pharmaceuticals, Inc. 

895 Kifer Road, Sunnyvale, CA 94086 








Neo-Synalar 


(neomycin sulfate 0.5% [0.35% neomycin base], fluocinolone acetonide 0.025%) 


Cream 


Synalar 


fluocinolone acetonide 


with neomycin in a cream base. 


















» ^ NIVEA' CREME 
9. NIVEA’ SKIN OIL 


skin care products : " 
are sold and their companion— 


serrare BASIS’ SOAP 


D V KE LABORATORIES, INC. 


MAKERS OF ELASTOPLAST®-THE ORIGINAL E-L-A-S-T-I-C ADHESIVE BANDAGE AND UNIT DRESSINGS 


Hes tried every 

over-the-counter 
"remedy" for 

his tinea 


But only you 
can prescribe 
Halotex (atoprogim 











Halotex is the only 
x-only fungicide 


Unsurpassed effectiveness 


Lesion score improvement in 135 patients with varied dermato- 
phytoses included in four double-blind studies!-? showed comparable 
results with Halotex and tolnaftate. However, in one double-blind study 
of 82 tinea pedis patients, there was a significantly higher relapse rate as 
measured by KOH determination and culture in the tolnaftate-treated 
patients eight days after therapy was discontinued. 


Economical, full-treatment-size packaging 


Convenient and economical, Halotex is available in two nongreasy and 
nonstaining forms: Halotex Cream 196 in 30-g. tubes and Halotex Solu- 
tion 1% in 10- and 30-ml. bottles. One tube or one 30-ml. bottle is 
usually adequate for a complete course of therapy. 


Description: Halotex cream provides 1% haloprogin in a water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in polyethylene glycol 400, polyethylene glycol 4000, diethyl 
sebacate and polyvinylpyrrolidone. Halotex solution provides 1% (10 mg. per ml.) haloprogin in a homo- 
geneous vehicle of diethyl sebacate and alcohol. Action: Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the skin. Indications: Halotex cream and solution are indicated 
for the topical treatment of tinea pedis, tinea cruris, tinea corporis and tinea manuum due to infection with 
Trichophyton rubrum. Trichophyton tonsurans. Trichophyton mentagrophytes. Microsporum canis, and 
Epidermophyton floccosum. It is also useful in the topical treatment of tinea versicolor due to Malassezia 
furfur. Contraindications: Halotex preparations are contraindicated in those individuals who have shown 
hypersensitivity to any of the components. Warning: USAGE IN PREGNANCY — Safety for use in preg- 
nancy has not been established. Precautions: In case of sensitization or irritation due to Halotex cream or 
solution or any of the ingredients, treatment with these preparations should be discontinued and appro- 
priate therapy instituted. If a patient shows no improvement after four weeks of treatment with Halotex 
cream or solution, the diagnosis should be redetermined. In mixed infections where bacteria or nonsus- 
ceptible fungi are present, supplementary systemic anti-infective therapy may be indicated. For external 
use only. KEEP OUT OF EYES Adverse Reactions: Reactions reported include: (1) local irritation, burning 
sensation, vesicle formation, and: (2) increased maceration, pruritus or exacerbation of pre-existing 
lesions. Dosage and Administration: Halotex cream and solution should be applied liberally to the 
affected area twice daily for two to three weeks. Interdigital lesions may require up to four weeks of ther- 
apy. How Supplied: Halotex' cream 195 (10 mg. per g.) 30 g. collapsible aluminum tube NDC 87-590-1 
Halotex solution 125 (10 mg. per ml.) 10 ml. polyethylene bottle with controlled drop tip NDC 87-591-1 and 
30 ml. polyethylene bottle with controlled drop tip NDC 87-591-2. References: 1. Carter. V.H.: A Con- 
trolled Study of Haloprogin and Tolnaftate in Tinea Pedis, Curr. Ther. Res. 14:307-310 (June) 1972 

2. Katz, R.. and Cahn, B : Haloprogin Therapy for Dermatophyte Infections. Arch. Derm. 106:837,838 
(Dec.) 1972. 3. Data on file, Mead Johnson Research Center. 
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HALOTEX 


(HALOPROGIN) ^ 


CREAM/SOLUTION 








Sui generis. 


Seba-Nil is as unique as a fingerprint. It is the only 
ethical degreasing product specially formulated to 
prepare the skin for direct, unhindered topical acne 
medication. 

It removes oil, dirt, and make-up better than soap 
and water because it is a lipid-free grease solvent. 

And Seba-Nil’s exclusive formula of 49.7% alcohol, 
acetone, polysorbate 20, and purified water requires 
no after-rinse. 

So, when you’re looking for a way to prepare the skin 


for acne medication, put your finger on Seba-Nil. It 
leaves nothing to be desired because it leaves practically 
nothing at all. 


e 
Seba-Nil 
mm 
cleanser for acne and other oily skin conditions 
^, TEXAS PHARMACAL COMPANY 


The company that cares for your patients' skin. 
WJ San Antonio, Texas 78296 


Tri ain rie Vis 


! ary itchy 
the first 
bath or 

E shower 


the skin saver 


therapeutic 
bath oil 


à; See PDR. Supplied: 8 and 16 fl.o| 
WESTWOOD PHARMACEUTICALS INC. Buffalo. New York 14213 bottles: 5 oz. aerosols. 








LARGE SIZES 


...Small prices 






FORMTONE- 

HC CREAM 

Hydrocorti- 

sone Alcohol 

’% or 1% 

and lodochlor- 

hydroxyquin 

3%. 
ZE-TAR- 
QUIN 
CREAM 
Hydrocorti- 
sone Alcohol 
’%, Diiohy- 

3X droxyquin 1% 
and Synthetic 


Crude Coal 
>- Tar 2%. 
HYTONE 12% HYDRO- 
(HYDROCORTISONE) CORTISONE 
CREAM 


Alcohol 7296. 





T EN Miti, 94. cnescpccated 








VYTONE 
CREAM 
Hydrocorti- 
sone Alcohol 
72?6 and Diio- 
dohydroxy- 
quin 196. 





PRICE = 
DERMATOLOGICALS 


Contraindications — Hydrocortisone — skin tuberculosis, viral infection, herpes simplex, vaccinia or varicella. 











Synalar 


(FLUOGINOLONE. ACETONDE) 
0.01 Solution 


Synalar in 100% propylene glycol. 


Low surface tension for easy spreadability—ideal for hae or intertriginous areas. 











EVEN IF YOUR “PATIENTS” WERE 
250 MILES ABOVE EARTH- 


They would still benefit from the unique qualities of 
Neutrogena Soap. 


Astronauts aboard Skylab undergo long 
exposure to zero gravity. Question: How 
do you not only cleanse the skin but 
maintain its normal ecological balance 
in outer space? Answer: Neutrogena 


Soap. The reason? Neutrogena is a si 
pure, biodegradable soap that does not Hite, (jl 
change or disturb the normal flora of N /t ^ = d 
the skin. So what it does not do, in this instance, is more important dian wiati it 
does do. A safe, gentle, thorough cleanser for people “up there” or “down here” 
Professional samples on TENTER The soap used by 
request. Address: NASA Astronauts 


Neutrogena Corporation, 


5755 W. 96th Street. AD-8 BUAIC aboard SKYLAB 


Los Angeles, Calif. 90045. the unique transparent soap 















A topical steroid 


that has clinically 


succeeded 
im study...after study...after study" 





Excellent/good results 


R50 in psoriasis 92» in atopic eci 
O (150 of 177 patients)! , O (231 of 251 patients)! 
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Valisone 


betamethasone 
valerate (0.1%) 


.  Cream/Ointment 


Plus economy P.i.d. dosage often found effective! 
Available in 5, 15, and 45 Gm. tubes. 


= 96», in contact dermatitis 
O (81 of 84 patients)! 








CLINICAL CONSIDERATIONS: 
Description VALISONE products contain 
betamethasone valerate (9-fluoro-11; ,17,21- 
trihydroxy-16; -methylpregna-1,4-diene-3,20- 
dione 17-valerate). Each gram of VALISONE 
Cream o.196 contains 1.2 mg. betamethasone 
valerate (equivalent to 1.0 mg. betamethasone) 
ina soft, white, hydrophilic cream of water, 
mineral oil, petrolatum, polyethylene glycol rooo 
monocetyl ether, cetostearyl alcohol, monobasic 
sodium phosphate, and phosphoric acid; 4- 
chloro-m-cresol is present as a preservative. Eack 
gram of VALISONE Ointment 0.1% contains 
1.2 mg. betamethasone valerate (equivalent to 
1.0 mg. betamethasone) in an ointment base of 
liquid and white petrolatum, and hydrogenated 
lanolin. VALISONE Cream and Ointment 
contain no parabens. 

Indications VALISONE Cream and 
Ointment are indicated for the relief of the 
inflammatory manifestations of corticosteroid- 
responsive dermatoses. 

Contraindications VALISONE Cream and 
Ointment are contraindicated in vaccinia and 
varicella. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions If irritation develops with the 
use of VALISONE Cream or Ointment, 
treatment should be discontinued and 
appropriate therapy instituted. In the 

presence of an infection, the use of an appro- 
priate antifungal or antibacterial agent should be 
instituted. If a favorable response does not 
occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated 
or if the occlusive technique is used, the pos- 
sibility exists of increased systemic absorption of 
the corticosteroid and suitable precautions shoul 
be taken. Although topical steroids have not 
been reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant females 
has not been absolutely established. Therefore, 
they should not be used extensively in pregnant 
patients, in large amounts, or for prolonged 
periods of time. VALISONE Cream and Oint- 
ment are not for ophthalmic use. 

Adverse Reactions The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. Th 
following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 

skin atrophy, striae, and miliaria. 

e and Administration Apply a thin 
film of VALISONE Cream or Ointment to the 
affected skin areas one to three times a day. 
Clinical studies of VALISONE have indicated 
that dosage only once or twice a day is often 
feasible and effective. AUGUST 1972 
For more complete details, consult Scherir 
literature available from your Schering 
Representative or Professional Services 

t, Schering Corporation, 
Kenilworth, New Jersey 07033. 


References: (/) Files of Headquarters Medical Research 
Division, Schering Corporation. (2) Carter, V. H., and 

Noojin, R. O.: Curr. Therap. Res. 9:253, 1967. (3) Falk, M. S.: 
Curis 2:788, 1966. (4) Goldblum, R. W.: Pennsylvania Med. 
69:50, 1966. (5) Nierman, M. M.: J. Indiana M. A. 10:1184, 
1966. (6) Zimmerman, E. H.: Arch. Dermat, 95:514, 1967. 
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One for all 
In stubborn scalp seborrhea. 


In severe scalp seborrhea and psoriasis, Sebutone 
penetrates and removes crusty scales and excess oil. 
It also helps stop itching. Westwood tar, the first tar 
to be both chemically and biologically standardized, 
keeps Sebutone’s therapy effective. As proven under 
a Wood’s light, Westwood tar provides uniform 
therapeutic activity and full 72-hour residual action. 
Try Sebutone...the therapeutic tar shampoo for all. 
See PDR. Supplied: 4 fl. oz. bottles. 

Contains: WESTWOOD® TAR (equivalent to 0.5% Coal Tar USP) in 
SEBULYTIC® brand of soapless cleansers and wetting agents; KEROHYDRIC® 


brand of dewaxed, oil-soluble, keratin-moisturizing fraction of lanolin; 
with micropulverized sulfur 2%; salicylic acid 2%. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 














For 
stubborn 
dandruff 

and 
scalp 
psoriasis 


SHAMPOO | 




















Tar therapy with quality 





























TINVER the only R Lotion specifically 
designed for tinea versicolor 


The hot weather is upon her. And if she 
suffers from tinea versicolor, she’ll be on the 
spot from now on without some help. 


That’s where TINVER® comes in. It’s the 
pleasant, acceptable way to combat TV. This 
antifungal lotion is designed to release its 
sulphur gradually without unpleasant odor. 
TINVER spreads easily. There’s no messy 
staining of garments or linen. No tacky after- 
feeling. The lotion’s patented Micel A® base 
dries to a smooth, invisible film that holds 
agents at the site of the infection without 
flaking. And TINVER’s cleansing, keratolytic 
action aids penetration of the medication 
and assures more dependable results. 


MOVE. 


Description: Sodium thiosulfate 25%; salicylic acid 1%; isopropyl 
alcohol 10%; propylene glycol; menthol; disodium edetate; 
colloidal alumina; purified water. Indications: For topical use in 
the treatment of tinea versicolor (Malassezia furfur infection). 
Precautions: If signs of irritation or sensitivity develop, discontinue 
use. Do not use on or about the eyes. Administration: Thoroughly 
wash, rinse and dry the affected areas before application of 
medication. Apply a thin film of lotion twice a day or as directed. 
Although diagnostic evidence of the disease may disappear in a 
few days, it is advisable to continue treatment for a much longer 
period. Clothing should be boiled to prevent reinfection. How 
Supplied: 6 fl. oz. plastic squeeze bottles. Caution: U.S. Federal 
law prohibits dispensing without prescription. 


TINVER* 


(sodium thiosulfate 
25%, salicylic acid 1%) 


The pleasant solution to tinea versico 
Physician’s sample available upon req 


from 
Barnes-Hind Laboratories 


Division of Barnes-Hind Pharmaceuticals 
895 Kifer Road, Sunnyvale, California 94086 


Makers of a complete line of such fine 
dermatological products as: Komed® HC, 
Barseb® HC, Tinver®, Heb®-Cort MC, and 
Thera-Spray™. 


11S Pat Na 3265571 








VANOXIDE-HC 
VANOXIDE 


or Intensive acne therapy! 


Initial therapy 

This initial prescription for 
the most rapid and 
dramatic improvement. 











Follow-up therapy 


This follow-up prescription 
for maintenance medication. 
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t CAUTION — U.S. Federal law 
5.096 W|V, 5-Chloro-8-Hydroxy 





1. In vitro, microbiological evaluations confirm that 


VANOXIDE-HC and VANOXIDE are 70% to 
300% more effective against C. acnes than lotions 
containing on/y Benzoyl Peroxide’. 





2. In vivo, VANOXIDE-HC and VANOXIDE actually 


penetrate the comedones and greatly reduce C. acnes 
concentrations within the pilosebaceous structures. 
For example, 45,000,000 C. acnes reduced to 600,000 
within two weeks', 


ne THERE 
3. VANOXIDE-HC and VANOXIDE rapidly and 


dramatically suppress C. acnes flora in surface sebum 
with a typical reduction from over 10,000,000 fo 
less than 100 within two weeks?. 


ln a ae 
4. VANOXIDE-HC and VANOXIDE significantly 


decrease the quantity of surface sebum and reduce 
the free fatty acid to fatty esters ratio in sebum’. 





5. VANOXIDE-HC and VANOXIDE increase the 


thickness of the stratum corneum yielding a very 
desirable “drying” effect which is quite gratifying, 
and assures essential patient cooperation?. 


References: 
'M. Rakieten, M.D., PhD., South Shore Bacteriological Research 
Lab., Islip, N.Y. 


2Unpublished Data. Personal Communications on File at 
Dermik Laboratories, Inc. 


Syosset, N. Y. 11791 


WHERE RESEARCH AND ECONOMY COME FIRST! 


prohibits dispensing without prescription. COMPOSITION (As Dispensed) Hydrocortisone Alcohol—0.5% W/V, Benzoyl Peroxide— 
quinoline—0.25% W/V CONTRAINDICATIONS—Topical hydrocortisone preparations should not be used in the presence of tuber- 


culosis of the skin, viral infection, herpes simplex, vaccinia or varicella, including herpes simplex of the eye and adjacent skin and dendritic keratitis. 








the tough 
ones... 


Free of parabens or chlorinated phenol preservatives 


Fluorinated for topical effectiveness 
Economical 








Indications: Atopic dermatitis, 
eczema, contact dermatitis. 
Contraindications: Viral skin 
diseases, such as varicella 
and vaccinia; hypersensi- 
tivity to any component 
(not for ophthalmic 
use); when circulation 
is markedly impaired. 
Warnings: Safety of 
use in pregnancy has 
not been absolutely es- 
tablished. Do not use 
extensively, in large 
amounts, or for pro- 
longed periods of time 
in pregnant patients. 
Precautions: If irrita- 
tion develops, discon- 
tinue use and institute 
appropriate therapy. In 
infections, use appro- 
priate antifungal or anti- 
bacterial agents: if a fa- 
vorable response does not 
occur promptly, discontinue 
the corticosteroid until the 
infection is adequately con- 
trolled. If extensive areas are 
treated or the occlusive 


technique is used, increased 
systemic absorption of the 
corticosteroid may occur; 
take suitable precau- 
tions. Adverse Reactions: 
(local) Burning sen- 
sations, itching, irri- 
tation, dryness, fol- 
liculitis, secondary 
infection, skin atro- 
phy, striae, hyper- 
trichosis, acneform 
eruption and hypo- 
pigmentation. 
Supplied: Cream 0.5% 
—Per Gm.: triamcino- 
lone acetonide 5 mg., 
sorbic acid 0.1% and 
potassium sorbate 0.1% 
as preservatives; all po- 
tencies are in a water 
base of glyceryl mono- 
stearate NF, squalane, 
polysorbate 80 USP, poly- 
sorbate 60, spermaceti USP, 
stearyl alcohol USP, and sor- 
bitol solution USP. Ointment 
0.595—Per Gm.: triamcinolone 
acetonide 5 mg.; inactive ingredi- 
ent: white petrolatum. 
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9cort o5% 


Triamcinolone Acetonide 
HP for high potency 


433-2 LEDERLE LABORATORIES A Division of American Cyanamid Company, Pearl River, New York 10965 
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and most 
other types, too. 


A 
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Transact has the peeling and drying 
power to treat patients with the oiliest acne 
skin. Yet Transact is so versatile you can 

use it on most patients—even those 

with milder acne or fair skin. You simply 
tailor the therapy by varying the 
frequency of application. 






Transact's fresh, clean odor and the fact 
that it's invisible on the skin makes it highly 
acceptable to patients. Since no one can 
see it, boys wear it willingly during the 
daytime, and girls can wear it under their 
makeup. Clearly: Transact works. 

See PDR. Supplied: 1 oz. plastic tubes. 


Contains: LIPOSEC brand of polyoxyethylene Jauryl 
ether 6%; micropulverized sulfur 296; alcohol 40%. 


> Transact 


transparent medicated acne gel 


Westwood Pharmaceuticals Inc. Buffalo, New York 14213 


. “Doctor, with my 
baby's sensitive skir 
what soap should. 
Iuse?" 





BER 
Pure mild Ivory is one e of the safest 
possible soaps you can recommend for 


sensitive skin. More doctors recommend 
Ivory may safely be 


Ivory than any other soap: 
used as an adjunct to treatment 
of cradle cap, scabies, impetigo 
It makes sense. immersion experiments— and seborrhea. 
lvorys absence of many extra confirm that Ivory is one ` 
ingredients helps minimize of the mildest, least irritating 
chances of irritation. soaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 


including patch tests and arm this clinical experience. 





Summary of Procter & Gamble Market Research Study 260222. available on request to interested physicians 





DYNAMICS of 
VIOLENCE 


rief, brilliant studies drawn from a close, often painful 
zrutiny of human violence 


lightmarish cases from contemporary history...war, bombings, 
ssassination, mass murder, rape, arson, riots...are the back- 
rops against which eminent psychiatrists discuss violence and 
ggression. 


Immensely revealing and readable, Dynamics of Violence ex- 
mines violent aggression in terms of historical and social di- 
lensions in our national history, clinical case studies of violent 
dividuals, and clinical research investigations. This book pro- 
des a bold, innovative breakthrough in our understanding and 
ontrol of inter-human violence. 


Order your copy from the 
American Medical Association, 
535 North Dearborn Street, - 
Chicago, Illinois 60610. 








Send me: copy(s) of Dynamics of Violence priced at $3.95. (OP-240) My 
payment of $ — is enclosed. 

Name 

Address 





City/State/Zip 
AD873 








Clinical Considerations — 

INDICATIONS: TINACTIN Cream and Solution 
afford excellent topical treatment for tinea pedis 
tinea cruris, tinea corporis, and tinea ‘nanuum due 
to infection with Trichophyton rubrum 
Trichophyton mentagrophytes, Trichophyton 
tonsurans, Microsporum canis, Microsporum 
audouini, Epidermophyton floccosum and for 

tinea versicolor due to Malassezia furfur Good 
results con be anticipated in patients with recent 
mild fungous infection of the scalp (tinea capitis) 
treated with TINACTIN Cream or Solution. An 
oral antifungal agent such as griseofulvin is 
required in (1) onychomycosis; and (2) chronic 
infections of the scalp in which fungi are numerous 
and widely distributed in the skin and hair follicles 
and where kerion formation has occurred. Similarly, 
an oral antifungal agent may be required in chronic 
refractory fungous infections of the palms and 
soles which have not responded to TINACTIN 
Cream or Solution. TINACTIN Cream or 
Solution may be used concurrently for adjunctive 
local benefit in the treatment of these lesions 
TINACTIN Powder contains an effective topical 
fungicidal agent for the treatment of skin 

infections due to common pathogenic fungi, 
including Trichophyton rubrum, Trichophyton 
mentagrophytes (T. gypseum phyton 
tonsurans, and Trichophyton sum TINACTIN 
Powder and Powder Aerosol are recommended 
for adjunctive use with TINACTIN Solution or 
Cream in fungous infections of intertriginous 

and other naturally moist skin areas in which 
drying may enhance the therapeutic response 
TINACTIN Powder or Powder Aerosol may 
also be used alone in simple cases of mild infection 
that respond to treatment with an antifungal 
powder and measures that promote skin hygiene. 
Following complete remission, TINACTIN Powder 
or Powder Aerosol alone may be continued to 
maintain remission or reduce risk of infection. In 
fungous lesions of the scalp, nails, soles, and 
palms, treatment with an oral antifungal agent 
such as griseofulvin is recommended. TINACTIN 
Powder or Powder Aerosol may be used 
concurrently with griseofulvin for adjunctive local 
benefit. WARNING: In case of sensitization or 
irritation due to TINACTIN preparatior 
their ingredients, treatment should be discontinued 
Keep out of eyes. TINACTIN Powder Aerosol 
Contents under pressure. Do not puncture. Do not 
use or store near heat or open flame. Exposure 

to temperatures above 120° F may cause bursting 
Never throw container into fire or incinerator. Keep 
out of reach of children. PRECAUTIONS: If a patient 
shows no improvement after four weeks of 
treatment with TINACTIN, the diagnosis should be 
reviewed. In mixed infections where bacteria or 
nonsusceptible fungi, such as Candida albicans are 
present, supplementary topical or systemic anti- 
infective therapy is indicated. There is no evidence 
to date that tolnaftate adversely influences 
infections with nonsusceptible microorganisms 
such as bacteria. Treatment with TINACTIN 
Cream, Solution. Powder, or Powder Aerosol 
should be discontinued if the patierit's skin disease 
becomes worse. ADVERSE REACTIONS: TINACTIN 
is essentially nonsensitizing and does not ordinarily 
sting or irritate intact or broken skin in either 
exposed or intertriginous areas, One case of 
sensitization to butylated hydroxytoluene has 

been confirmed. A few cases of mild irritation 
possibly attributed to components of the 
formulations have been reported but not 
confirmed. A few unconfirmed cases of mild 
irritation from TINACTIN Powder have been 
reported. Although any new substance applied 
topically is potentially sensitizing, sensitization as 
evidenced by allergic eczematous contact 
dermatitis has not yet been observed with 
tolnaftate. HOW SUPPLIED: TINACTIN Cream 1 
15g. collapsible tube with dispensing tip 
TINACTIN Solution 1%, 10 cc. plastic squeeze 
bottle. TINACTIN Powder 1%, 45 g. plastic 
container. TINACTIN Powder (1%) Aerosol 

120 g. aerosol container. 























's or any of 





For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
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Proven way 
to kill 
most rin rm fungi 
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safely and comfortably 













Though a highly active and 

unusually effective antifungal agent, 
TINACTIN Cream and Solution are 
ordinarily nonsensitizing, 

nonirritating, and nonstinging, 

even on broken inflamed skin. 

And to prevent reinfection, 

there is TINACTIN Powder Aerosol... 
cooling, soothing, drying, and odorless. 


| mme " 
Tinactin 

brand of tolnaftate, U.S.P., 1% 

Cream/Solution/Powder Aerosol 


Because experience counts. 


Tinea corporis 


Tinea cruris 


There are never-ending 
wars in America 





There is ongoing strife with self, society, serenity, and sanity. 
Against the inner pains and outer pressures which confront us con- 
stantly, some people cope calmly. Some don't. | 


Psychiatrist Jan Fawcett presents a collection of articles by con- 
cerned researchers who have sought to delve into the whys and where- 
fores of those explosions of human pathological aggression in this 
society. i 


Read Dynamics of Violence. Read it critically. Read it with com- i 
passion and with concern. Become aware of the sometimes intangible ; 
pressures frequently exerted on others--pressures that may produce } 
all too tangible results. Then look at your community and its re- 

















sources. Reach out. Try to understand, to help. To seek. To solve. LN 
Dynamics of Violence 
Edited by Jan Fawcett, M.D. 
198 pages, $3.95 
Available from the American Medical Association 
OLENC American Medical Association 
535 North Dearborn Street/Chicago, Illinois 60610 
Send me. | . copy(ies) of Dynamics of Violence 
$3.95 (OP-240) My payment of $. | | is enclosed. ^ 
Name 
Address 
City/State/Zip 








AD873 











Gently with 


Fostril 


drying lotion for acne 


Fostril treats acne in blondes and 
brunettes, too. It gets them through the 
adolescent crisis of acne flare-up. 
Fostril is specific for acne— one to 
three applications of Fostril daily will 
control acne in most of your patients. 
See PDR. Supplied: 1 oz. tubes. 


Active ingredients: LIPOSEC? brand of polyoxyethylene 
lauryl ether 6%; micropulverized sulfur 2% 


WESTWOOD PHARMACEUTICALS INC., 
Buffalo, New York 14243 


ee .The thing 
to squeeze 
for acne 


Proven Therapeutic 

Edge in Acne 

Now available in Both Regular 
and New Lemon Scented 





§ Does not traumatize patient...no excessive 
irritation or undesirable erythema. 


§ Noticeable rapid improvement. 


§ Offers individualized therapy to meet the 
specific needs of each patient. 


§ Combines polyethylene granules with sulfur 
and salicylic acid in a surfactant base. 


§ Dries and desquamates skin with a high de- 
gree of safety and flexibility. 


§ Unequaled patient acceptance and coopera- 
tion...leaves the skin with a smooth feeling after 
the first Pernox wash. 





ind of microfine granules 
ethylene in S 
'apless cleansers and 













wetting nts. Also 2% sulfur, 1.5% 
salicylic acid. See PDR. In 2 oz. and 
4 oz. tubes 


lathering scrub cleanser 
for acne 


WESTWOOD PHARMACEUTICALS INC., Buffalo, N.Y. 14213 


Editorial 


T Cell Erythroderma 
(Sezary Syndrome) 


cceptance of the Sezary syn- 
drome was slow in the first two 
decades following its description, and 
the syndrome was confused with 
lymphoma cases with erythroderma 
in many reports. Taswell and 
Winkelmann! reported seven cases of 
erythroderma with atypical lympho- 
cytosis in the skin and blood pointing 
out the clinical, histologic, and cyto- 
logic nature of the syndrome. Cases 
in which lymphoma develops in the 
course of the Sezary syndrome were 
later recognized, and in the past dec- 
ade, cases have been reported from 
all continents. Winkelmann and 
Linman? recently summarized the 
clinical course and response to thera- 
py of 19 patients, noting that this is 
a definitive form of generalized lym- 
phocytic reticulosis. Two forms of 
presentation are noted: one following 
dermatitis and the other an infiltra- 
tive erythema. Contact dermatitis 
delayed hypersensitivity to antigens 
was demonstrated in three patients 
who could be tested, and one case of 
Sezary syndrome appeared after a 
penicillin-sensitivity drug reaction. 
The occurrence of lymphoprolif- 
erative disease following chronic 
erythema has been emphasized by 
Degos et al? and by Montgomery.* 
Demonstration of the occurrence of 
lymphoma in mice undergoing graft- 
host reaction by Shwartz is experi- 
mental support for the belief that 
delayed hypersensitivity is a basis for 
lymphoproliferative states. Recently 
delayed hypersensitivity was invoked 
to explain a range of chronic lympho- 
cytic reticulosis syndromes.^ 
The immunoreactivity of Sezary 
patients appears normal. Study of the 


Arch Dermatol/Vol 108, Aug 1973 


serum proteins and immunoglobu- 
lins, including IgE in Sezary syn- 
drome, revealed normal values in six 
patients. Delayed hypersensitivity 
skin tests to purified protein deriva- 
tive, Candida, streptokinase, and 
mumps antigen have been normal. 
The Sezary cell itself appears to hold 
the key to new knowledge. Lutzner 
and Jordan’ noted the marked folding 
of the lymphocyte nucleus in Sezary 
syndrome. The cell does not have per- 
oxidase or alkaline phosphatase, 
which is characteristic of monocytes 
or polymorphonuclear leukocytes. 
Most important, the Sezary cell does 
not have receptors for immunoglobu- 
lins on its surface.* 

Crossen et al* described three cell 
populations by densitometric mea- 
surements: diploid, triploid, and te- 
traploid. Similar studies by 
Prunieras? have confirmed these find- 
ings in two of four patients. The kary- 
otype of the case reported by Crossen 
et alë indicated cells with as many as 
96 chromosomes and, in addition, an 
A and a B marker present in individ- 
ual cells that raised the question of at 
least two clones of cells. Durepaire et 
al'? and Lutzner et al'' noted A and B 
and M and G markers in four cases. 
The markers were not only present in 
the heteroploid cells, but also in the 
diploid cells. They postulated the 
presence of two cell types, large and 
small, basing this on the cell size, 
densitometry of the nucleus, and the 
presence or absence of heteroploidy. 
R. Pierre, MD (unpublished data) 
studied karyotypes of three cases at 
the Mayo Clinic and found them 
normal, further indicating the possi- 
bility of multiple cell types. 


Crossen et al* demonstrated that 
Sezary cells responded to phytohem- 
agglutinin with blast transformation. 
This result was confirmed by Lutzner 
et al," by B. G. M. Durie, MD, and H. 
F. Taswell, MD (unpublished data), 
and by A. L. Claudy, R. E. Ritts, and 
I (unpublished data) working at the 
Mayo Clinic. Crossen et al* noted 
slight response to pokeweed mitogen, 
and in the cases of Durie and Taswell 
(unpublished data) and cases of Clau- 
dy, Ritts, and I (unpublished data) 
pokeweed mitogen has produced defi- 
nite blast transformation. Crossen et 
alë studied mixed lymphocyte culture 
with the Sezary cell and noted that 
while the cells themselves reacted 
very poorly, they were able to stimu- 
late transformation of donor lympho- 
cytes. Durie and Taswell (unpub- 
lished data) noted that Sezary cells 
responded to mixed lymphocyte 
culture with blast transformation. 
Claudy, Ritts, and I (unpublished 
data) demonstrated that a phosphate 
buffer extract of homologous normal 
whole skin could stimulate lympho- 
cytes from patients having Sezary 
syndrome. He found a similar degree 
of stimulation utilizing extracts of an 
autologous Sezary skin on Sezary 
cells. Such an extract had no effect on 
normal cells. 

A biopsy specimen of the skin from 
patients with Sezary syndrome that 
was examined by the Feulgen tech- 
nique reveals variation in the DNA 
content. When sections of the skin are 
studied by tritiated thymidine uptake 
after phytohemagglutinin stimula- 
tion, an increase in mitoses in the 
dermal cellular infiltrate can be dem- 
onstrated. A study of sections of skin 
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by direct immunofluorescence using 
monospecific goat-antihuman fluores- 
cein-conjugated antibodies does not 
reveal binding of antibody or comple- 
ment in the skin or to the cells in the 
skin of the Sezary patients. Study of 
the peripheral blood by indirect 
immunofluorescent techniques has 
revealed absence of antibody recep- 
tors on the surface of the Sezary cell. 
Preudhomme and Seligmann? failed 
to find surface-bound immunoglobu- 
lins on Sezary cells. Using the rosette 
test, Brouet et al'* and Broome et-al4 
noted that the proliferation of cells in 
the Sezary syndrome was of the thy- 
mus-dependent type. By contrast, 
chronic lymphatic leukemia cells 
have antibody receptors on their sur- 
face and do not respond to phytohem- 
agglutinin stimulus. The Sezary cell 
and the Sezary erythroderma occur- 
ring in healthy, elderly people is pro- 
duced by a T or thymus-dependent 
cell, delayed hypersensitivity mech- 
anism. It has been likened to the 
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graft-host reaction that also can pro- 
duce erythroderma." It is the reflec- 
tion in the blood of this cutaneous 
lymphocyte interaction which leads 


toits ready recognition and an oppor- ` 


tunity for study of masses of circulat- 
ing T cells. Study of cases in the last 
decade? indicates that it is not a lym- 
phoma, though it may develop one, 
and that it may be brought into re- 
mission with low-dose alkylating 
agent and prednisone therapy. 

R. K. WINKELMANN, MD 

Rochester, Minn 
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Original Contributions 


Measurement of Impairment 


and Disability in Dermatology 


Harry M. Robinson, Jr., MD, Baltimore 


Occupational dermatoses cause the 
highest percentage of industrial disabilities 
and the greatest number of man days of 
lahor lost from nonfatal disease. The terms 
"impairment" and "disability" are recog- 
nized as distinct entities hy the American 
Medical Association; however, such dis- 
tinction is not uniformly accepted by Work- 
men's Compensation Commissions, Civil 
Courts, or Welfare Agencies. Financial set- 
tlements are not based on impairment but 
are awarded on the extent of disability. 


\...._Disability determination is an evaluation of 


yz 


á- 
ri 


present and future ability to engage in gain- 
ful activity as itis affected by impairment in 
relation to other factors. Except for impair- 
ment, other factors which modify disability 
existed prior to development of skin le- 
sions. The system devised for computation 
of disability has undesirable features, but 
represents an improvement over the pres- 
ent arbitrary manner used in making such 
decisions. 
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he American Medical Association 

Committee on "Rating of Mental 
and Physical Impairment" clearly 
distinguishes between impairment 
and disability. Impairment is defined 
as any anatomical or functional ab- 
normality which affects personal 
efficiency in daily work and living. 
The examining physician is responsi- 
ble for the objective determination of 
the degree and extent of this impair- 
ment. Disability, which is defined as 
"impairment plus other pertinent fac- 
tors of social and economic impor- 
tance," is usually determined by an 
administrator. Although these terms 
have been recognized as distinct enti- 
ties by the AMA, such distinction is 
not uniformly accepted by Workmen's 
Compensation Commissions, Civil 
Courts, or Welfare Agencies. Finan- 
cial settlements are not based on the 
percentage of impairment but are 
awarded on the extent of the patient's 
disability. 

Systems have been developed for 
the computation of impairment,!? but 
no method has been devised for the 
numerical measurement of disability. 
At present, the percentage of disabil- 
ity in any given case is an arbitrary 
figure decided by an administrator 
whose judgement is largely influ- 
enced by the degree of impairment 
presented by the physician. As stated 
by Whitmore,’ “disability determina- 
tion is an evaluation of the individ- 
ual’s present and future ability to 
engage in gainful activity as it is af- 
fected by medical impairment in rela- 


tion to other pertinent factors.” 

A study on dermatologic rehabilita- 
tion was done at the University of 
Maryland.** The study consisted of a 
group of patients who represented a 
good cross section of the population 
including both black and white pa- 
tients, nurses, school teachers, a col- 
lege teacher, clerks, technicians, sec- 
retaries, machinists, high school stu- 
dents, college students, laborers, 
postal employees, beauticians, seam- 
stresses, and others. They had intelli- 
gence levels ranging from borderline 
to exceptionally high. Some of the 
patients had no skills and others were 
exceptionally well-gifted. Each pa- 
tient was studied by a psychologist, 
social worker, vocational counselor, 
and a physician. It was determined 
that the success of the rehabilitation 
effort was dependent on the degree of 
cutaneous impairment, intelligence, 
personality, past work record, emo- 
tional stability, socioeconomic status, 
and the influence of other physical 
defects. With slight modifications, 
these are the same factors that gov- 
ern the extent of disability. In this 
report the factors which were consid- 
ered to modify the degree of impair- 
ment and to be used in the computa- 
tion of the percentage of disability 
include general health, previous 
work record, intelligence, personali- 
ty, emotional stability, socioeconomic 
status, and rehabilitation potential. 
All of these factors were existent 
prior to the development of cutaneous 
impairment; therefore, it is obvious 
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Table 1.—Impairment Computation Chart 


Total 
Percentage 


Anatomic 
Division 


Percentage of 
Portion Involved Specific Part 





Entire head and neck 


Center of face 60.0 
Each side including ear 5.0 








1 Scalp and back of head 10.0 





Chin 10.0 
Neck 10.0 








Trunk 


Entire trunk 100.0 





Each upper 
extremity from 
shoulder to hand 


Arm 10.0 
Forearm 10.0 
Hand 








Each lower 
extremity from 
buttocks to foot 








Hip and thigh 
Leg 
Foot 








Example: A 40-year-old man had severe dyshidrosis involving the palms and the soles bilaterally. 
The patient had been unable to perform his normal tasks. 


Total for each upper extremity, 20% 


Allowance for involvement of entire hand, 80.0% 


Allowance for each palm, 40.0% 
0.40 x 0.20 — 0.08 — 8.0% x 2= 16.0% 
for both hands 
Total for each lower extremity, 12.596 


Allowance for involvement of entire foot, 80.0% 
Allowance for involvement of each sole, 40.0% 


0.40 x 0.125— 0.05 — 5.0% x 2— 10.0% 
for both soles 
Impairment of both palms and soles — 26.0% 


Comment: This represents the percentage of cutaneous impairment. The percentage of disability 
will be computed based on this figure as it is modified by other factors. 


that two patients who have the same 
percentage of cutaneous impairment 
may have marked differences in the 
percentage of disability. The follow- 
ing report identifies systems for the 
computation of both impairment and 
disability so that arbitrary decisions 
on these matters may be obviated. 


Computation of 
Cutaneous Impairment 


A system, based on anatomical- 
functional cutaneous impairment,’ 
proved to be both precise and objec- 
tive. The human body was divided 
into segments based on its usage in 
the performance of gainful occupa- 
tion. Each major anatomical portion 
was subdivided and a percentage 
figure assigned to each component. 
The computation of cutaneous im- 
pairment was based on the percent- 
age of the geographical part involved 
multiplied by the total percent for the 
specific area (Table 1). 


Computation of Disability 
Factors 


The factors to be considered in the 
disability computation include gen- 
eral health, previous work record, 
intelligence, personality, emotional 
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stability, socioeconomic status, and 
rehabilitation potential. By using the 
Minnesota Multiphasic Personality 
Inventory (MMPI) test and the 
Wechsler Adult Intelligence Scale 
(WAIS), it is possible to quantitate, 
with reasonable accuracy, the factors 
of intelligence, personality, and emo- 
tional stability. The WAIS scale 
measures 13 separate dimensions of 
intelligence and the MMPI measures 
12 separate personality dimensions. 
The Rehabilitation Index scale has 
proven value in the determination of 
rehabilitation potential. The Reha- 
bilitation Index is the sum of the 
numbers assigned to the component 
factors that govern the rehabilitation 
potential of any patient. Analysis of 
charts in the rehabilitation facility 
indicated a cutoff figure of 48 with a 
standard deviation of error of plus or 
minus five. Patients with an index 
of 48 or lower were poor candidates 
for rehabilitation. 

The factors of intelligence, per- 
sonality, emotional stability, socio- 
economic status, rehabilitation po- 
tential, general health, and previous 
work record are graded on a scale 
from 1 to 4 and recorded on a chart 
(Table 2). The best possible numerical 





Table 2.— Disability Computation Chart 


Factor 
General health 
Previous work record 
Intelligence 
Personality 
Emotional stability 
Socioeconomic status 
Rehabilitation potential 


























Example: The patient in example 1, who had 
dyshidrosis involving the palms and soles, has 
a history of chronic bronchitis and because of 
this has a previous poor work record. His scores 
on the WAIS and the MMPI were average and 
his socioeconomic condition was only fair. The 
rehabilitation index indicated his potential to 
be poor and his total actual score on the chart 
was 17. The percentage of the modifying fac- 
tors was 39.296 and was computed by dividing 
the difference between the actual scores and 


the best possible score by 28, ie, ae 


39.2%. 


score for the seven modifying factors 
is 28. To compute the percentage of 
modifying disability factors, the pa- 
tient’s actual score should be sub- 
tracted from 28 and the remainder 
divided by 28. 


Computation of Disability 


The percentage of disability is the 
average of the percentages of impair- 
ment and disability factors. 

Example: The patient with dyshid- 
rosis of palms and soles, previously 
used as an example, has 26% cuta- 
neous impairment and the modifying 
factors are 39.2. The average of these 
figures gives the patient 32.6% disa- 
bility. 


Comment 


The morbidity and disability from 
dermatological disorders, both ac- 
quired and congenital, has an eco- 
nomic value running into hundreds of 
millions of dollars annually. Occupa- 
tional dermatoses cause the highest 
percentage of industrial disabilities, 
and produce the greatest number of 
man days of labor lost from nonfatal 
disease. Many other cutaneous ac- 
quired and congenital defects are also 
responsible for economic loss. There 
is need for some precise system of 
evaluation for both impairment and 
disability that would prove accepta- 
ble to the various benefit systems 
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that are responsible for the payment 
of financial awards. 

The difference in the degree of disa- 
bility that may occur in two persons 


: having the same percentage of cuta- 


neous impairment is due in large part 
to the differences in motivation of 
these patients. Motivation is an in- 
tangible factor influenced by the pa- 
tient’s general health, intelligence, 


personality, emotional stability, 
socioeconomic status, and rehabilita- 
tion potential. 


Assessment of the degree of disabil- 
ity should not be the prerogative of an 
administrator unless he has accurate 
objective data. A decision on the per- 
cent of disability in any given case 
requires the expertise of specially 
trained individuals so that the end 
results will be fair to both the patient 
and the benefit system. Adequate 
knowledge of the patient’s socio- 
economic status and previous work 
record should be determined by a so- 
cial service worker. Evaluation of the 
patient’s intelligence, personality, 
and emotional stability require the 


aee 
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services of a clinical psychologist. The 
state of the patient's general health 
and extent of cutaneous impairment 
must be determined by a physician. 
After this information has been com- 
piled, the team consisting of the phy- 
sician, psychologist, and social work- 
er should confer to correlate their 
findings and compute the percentage 
of disability. 


Conclusion 


Formulas have been presented for 
the computation of the degree of im- 
pairment and the percent of disabil- 
ity. These systems should be of use to 
benefit agencies which award funds 
to injured persons following legal de- 
cisions. Similar systems could be de- 
veloped by other medical specialties. 

The degree of cutaneous impair- 
ment, defined as any anatomical or 
functional abnormality which affects 
personal efficiency in daily work and 
living, may be computed with preci- 
sion. The formula used in this study 
was devised by dividing the body into 
segments based on usage in the per- 


: formance of gainful occupations. The 


computation of disability as present- 
ed in this report is based on the per- 
centage of impairment as it is modi- 
fied by the factors of intelligence, 
general health, personality, previous 
work record, emotional stability, 
socioeconomic status and rehabilita- 
tion potential. 


References 


1. The skin, COMMITTEE on RATING OF MEN- 
TAL AND PHYSICAL IMPAIRMENT. JAMA 211:106- 
112, 1970. : 

2. Sauer GC: A guide to the evaluation of 
permanent impairment of the skin. Arch Derma- 
tol 97:566-569, 1968. 

3. Robinson HM, Silverstein EH, Stephenson 
RR: Computation of cutaneous impairment. 
South Med J 64:62-65, 1971. 

4. Whitmore CW: Courtroom Medicine: The 
Skin. New York, Mathews Bender & Co Inc, 
1971. 

5. Robinson HM: Rehabilitation in dermatolo- 
gy: What it means and how it works. Cutis 6: 
973-975, 1970. 

6. Robinson HM: Rehabilitation in Dermatolo- 
&y, final report to the US Dept of Health, Educa- 
tion, and Welfare. Baltimore, University of 
Maryland, 1971. 

7. Robinson HM, Pass C, Silverstein EH: The 
rehabilitation index. Arch Dermatol 103:174- 
179, 1971. 


Impairment and Disability/Robinson 209 


Sebaceous Gland Suppression 
With Ethinyl Estradiol 


and Diethylstilbestrol 


Peter E. Pochi, MD, John S. Strauss, MD, Boston 


The effect of various dosages of ethinyl 
estradiol or diethyIstilbestrol on sebaceous 
gland secretion was studied in 54 women, 
15 of whom had acne. A significant de- 
crease in sebum production was observed 
with all doses studied except for 0.02 mg of 
ethinyl estradiol. The maximum suppres- 
sive effect in terms of the percent reduc- 
tion of sebum was seen with the highest 
doses, 33.7% for ethinyl estradiol (0.25 mg 
daily) and 35.4% for diethylstilbestrol (5.0 
mg daily). However, for any given dosage of 
either estrogen, there were marked dif- 
ferences in sebaceous gland responsive- 
ness from individual to individual. There 
was a significantly positive correlation 
between the degree of sebaceous gland 
inhibition and acne improvement. 


n early reports on the use of proges- 
tin-estrogen drugs for the inhibi- 
tion of ovulation, reference was made 
on occasion to the effect that women 
who had acne experienced improve- 
ment while taking such medication.'? 
Palitz was the first to report on the 
successful treatment of acne with an 
oral contraceptive drug, norethynod- 
rel-mestranol? The beneficial re- 
sponse of acne to this type of drug was 
later confirmed by several others,*? 
including ourselves.? We also demon- 
strated that sebaceous gland secre- 
tion could be reduced from their ad- 


ministration and that this was the | 


likely explanation for the improve- 
ment of the acne? Moreover, we 
showed that the estrogen component 
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of these drugs was responsible for this 
effect.5.10 

In the succeeding years, numerous 
reports have appeared attesting to 
the general efficacy of estrogen-con- 
taining oral contraceptive medica- 
tions for acne.!'?6 In the reports cited, 
the majority of patients achieved sig- 
nificant improvement from such 
treatment, with the number of pa- 
tients benefiting from it ranging from 
60% to nearly 100%. In the largest 
series reported to date — 407 patients, 
77% of the patients were found to 
have had a good or excellent re- 
sponse.” 

These studies have been largely 
uncontrolled, with the role of the pla- 
cebo response and of possible other 
effects of these hormones being unde- 
termined. Therefore, we undertook 
the study of the effect of the adminis- 
tration of two estrogens, ethinyl es- 
tradiol and diethylstilbestrol, on se- 
bum production in women. Our pur- 
pose was to determine the degree of 


. sebaceous gland inhibition that could 


be expected from varying dosages of 
these estrogens and to compare the 
quantitative responses with the de- 
gree of clinical improvement. 


Materials and Methods 


Ethinyl estradiol or diethylstilbestrol 
was administered orally in 73 separate 
drug trials to 54 women, aged 18 to 42 
years (average age, 24 years). Acne was 
present in 15 of the subjects. The estrogens 
were administered for three successive 
weeks of each month, beginning on the 5th 
day of menses in the first cycle and on the 
7th interval day between drug cycles. The 
average duration of drug administration 
was 16 weeks, ie, four cycles (range 12 to 
20 weeks). The dosages of ethinyl estradiol 
used were 0.02, and 0.06, 0.10, and 0.25 
mg daily and for diethylstilbestrol, 0.5, 


1.0, 2.0, 3.0, and 5.0 mg daily. An oral pro- 
gestin, medroxyprogesterone acetate, was 
administered concomitantly in a dose of 1) 
mg a day for the last five days of each drug 
cycle to help insure the occurrence of a 
regular menstrual flow. 

Sebum production tests were carried out 
in each subject weekly for several weeks 
prior to treatment (average, six weeks! 
and approximately weekly during drug 
administration. The method, described 
previously, entailed the gravimetric assay 
of the amount of lipid secreted in a three- 
hour period in a measured area on the cen- 
ter of the forehead.?’ Informed consent was 
obtained prior to the study for the sebum 
production tests as well as for the adminis- 
tration of the estrogenic drugs. 

Statistical analyses included the Stu- 


dent t-test for determining the significance ^ 


between paired data and the coefficient of 
correlation, r, for assessing the relation- 
ship between variables. 


Results 


A statistically significant reduction 
of sebum was seen with ethinyl estra- 
diol at all dose levels, except for the 
lowest dose of 0.02 mg (Table 1). With 
each succeeding higher dose of ethi- 
nyl estradiol, a greater average sup- 
pression of glandular activity was 
evident, with the largest dose, 0.25 
mg, showing an average 33.7% de- 
crease in sebum. However, there was 
considerable variation in the individ- 
ual responsiveness to ethinyl estra- 
diol; lower doses could effect signifi- 
cant sebaceous suppression in some 
women, whereas higher doses might 
not in others. A positive correlation 
was demonstrable between the pre- 
treatment sebum level and the 
amount of drug-induced sebum lower- 
ing (r 4.54; P < .01). There were indi- 
vidual exceptions, however, such that 
it was not possible to predict in a giv- 
en case the degree of suppression to 
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Table 1. — Effect of Cyclic Administration of Ethinyl Estradiol 
on Sebum Production 


Sebum Production (mg/10 sq cm/3 hr) 





Subject Pretreatment 


Treatment* Difference 





2.45 
1.82 
2.20 
2.24 
1.42 
3.69 
1.25 
1.09 
2.02 


1.70 -0.75 
1.36 —0.46 
1.88 —0.32 
2.12 —0.12 
1.45 +0.03 
3.74 +0.05 
1.30 +0.05 
1.21 +0.12 
1.85 —0.17 (P > .1) 





2.30 
3.72 
2.62 
1.90 
2.77 
1.24 
2.21 
2.36 


1.28 —1.02 
2.81 —0.91 
1.99 —0.63 
1.30 —0.60 
2.26 —0.51 
0.79 —0.45 
1.96 —0.25 
2.90 40.54 
1.91 —0.48 (P « .05) 





2.17 —1.16 
2.65 —0.87 
1.24 —0.64 
2.15 —0.58 
1.52 —0.55 
2.47 —0.55 
2.65 —0.45 
—0.43 
—0.65 (P « .001) 








—1.46 
—1.43 
—1.12 
—0.89 
—0.84 
—0.74 
—0.63 
—0.44 
—0.94 (P « .001) 


*Average of weekly test values after eighth week of drug administration. 


1Daily dose. 
iSubjects having acne. 


be expected on the basis of the pre- 
treatment sebum production value. 
No obvious relationship was apparent 
between the presence of acne and the 
degree of sebaceous gland inhibition. 
Statistically significant reductions in 
sebum production were seen with all 
5 dosages of diethylstilbestrol (Table 
2). Dose-responsiveness was not as 
evident as it was with ethinyl estra- 
diol although the largest dose, 5.0 
mg, showed the greatest percent de- 
crease in sebum (35.4%). Like the sit- 
uation encountered with ethinyl es- 
tradiol, considerable individual vari- 
ation was encountered in the effect on 
sebum such that, for example, one 
half of the subjects receiving 0.5 mg 
daily showed as great a suppression 
as several of those treated with ten 
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times this dose. Similar to the find- 
ings with ethinyl estradiol, there was 
a positive correlation between the 
starting sebum level and the quanti- 
tative decrease in sebum (r+.45; P< 


.01), and no greater a response to . 


sebum suppression in the acne pa- 
tients than in the normal subjects. 
Although, as stated previously, 
there was considerable variation 
from person to person in the seba- 
ceous gland response to the estrogens, 
individual subjects, who received 
different dosage regimens of the same 
estrogen at various times, almost 
always displayed greater sebaceous 
gland inhibition with the higher dos- 
es (Table 3). On occasion, a lower dose 
was maximal in its effect, eg, subjects 
4 and 10 (ethinyl estradiol) and sub- 


jects 10 and 30 (diethylstilbestrol). 

The onset of sebaceous gland inhi- 
bition was slow. Examination of indi- 
vidual weekly sebum values during 
treatment of those subjects who 
showed more than a 0.30 mg decre- 
ment of sebum from either ethinyl 
estradiol or diethylstilbestrol re- 
vealed that the onset of the fall in 
sebum production occurred anywhere 
from the third to the 13th week, with 
an average of seven weeks. Similarly, 
in limited studies Peirone and Fenog- 
lio found that sebum levels decreased 
in the second or third cycle of drug 
administration,” although Tronnier 
and Hoppe-Seyler could not detect a 
significant average decrease of sebum 
until the fourth month of treatment.” 

Table 4 illustrates the relationship 
between the clinical response and the 
degree of sebaceous gland inhibition 
achieved in the 15 subjects who had 
acne. The degree of acne was graded 
in terms of overall severity on an ar- 
bitrary five-point scale each time a 
sebum test was performed. A statisti- 
cally significant positive correlation 
existed between the amount of acne 
improvement (ie, acne grade differ- 
ence) and the quantitative reduction 
of sebum (r+.47; P < .02). However, 
as is evident from examination of 
Table 4, there were individual excep- 
tions, which might explain why the 
parallelism was not more striking. 

The severity of the acne was com- 
pared to the base-line sebum levels, 
and, while a positive correlation was 
present (r+.34), it lacked statistical 
significance. There was, however, no 
correlation between acne improve- 
ment and the pretreatment sebum 
value (r—.05) or the level to which 
sebum production was suppressed 
(r—.35; P > 0.1). 


Comment 


These studies have demonstrated 
that the cyclic administration of ethi- 
nyl estradiol or diethylstilbestrol to 
women can lead to a suppression of 
sebaceous gland secretion and amel- 
ioration of acne, but they also indi- 
cate quite clearly that there is a vari- 
able response of the sebaceous gland 
to estrogen suppression. In fact, sen- 
sitivity to estrogen differed so con- 
siderably that subjects on low doses 
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Table 2. — Effect of Cyclic Administration of Diethylstilbestrol 
on Sebum Production 


Sebum Production (mg/10 sq cm/3 hr) 





Subject Pretreatment 





Treatment* Difference 








1 271 
28 1.84 


29 0.93 
30 1.24 
31 2.45 
9 1.72 
16¢ 3.20 
32 1.96 
33 2.92 
Mean 2.11 








5.47 


10 3.56 
35 2.19 
36% 2.47 
374 2.67 
38 1.78 
39 4.82 
40 0.91 
41 2.88 

Mean 2.97 



























1.88 —0.83 

1.42 —0.42 

0.54 —0.39 

0.91 —0.33 

2.15 —0.30 - 

1.47 —0.25 

3.09 —0.11 

1.92 —0.04 

2.94 40.02 

1.81 —0.30 (P « .01) 


3.93 —1.54 
2.73 —0.83 





1.51 —0.68 
1.94 —0.53 
2.28 -0.39 
1.40 -0.38 
4.48 —0.34 
0.64 —0.27 
281 -0.07 
2.41 —0.56 (P < .01) 









3.48 
31 2.71 


43 1.59 
44 1.70 
30 1.03 
45 0.91 
46 1.32 
47 1.05 

Mean 1.72 





s 2.26 
10 3.45 
48 1.67 
41 2.69 
21} 2.75 
494 1.86 
50 1.88 
514 1.63 





52 1.88 
33 2.36 
53 1.22 
47 1.05 
54 1.14 
45 0.91 
























2.28 —1.20 
1.66 —1.05 


1.20 —0.39 
1.38 —0.32 
0.72 —0.31 
0.77 —0.14 
1.24 —0.08 
1.03 —0.02 


1.29 —0.43 (P < .05) 


0.91 —1.35 
2.56 —0.89 
0.83 : —0.84 
1.90 —0.79 
1.99 —0.76 
1.45 —041i 
1.61 —0.27 
1.45 —0.18 


—0.68 (P « .01) 





—1.70 











0.97 —0.91 
1.90 —0.46 
0.89 —0.33 
0.74 —0.31 
0.91 —0.23 
0.79 —0.12 


—0.58 (P « .05) 


*Average of weekly test values after eighth week of drug administration. 
tDaily dose. ` 
Subjects having acne. 


occasionally showed a greater re- 
sponse than others on higher doses. 
Although person-to-person variabili- 
ty in sebaceous gland responsiveness 
to estrogen was the rule, it was evi- 
dent that individual subjects to whom 
the same estrogen in varying doses in 
multiple drug trials was adminis- 
tered showed consistent dose-re- 
sponse effects (Table 3). 

These studies confirm our prior 
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observations of a sebum-suppressive 
effect in a much smaller group of 
subjects?1939 and the benefit that es- 
trogens may have on acne.5 Other 
investigators as well have demon- 
strated a decrease in sebum from the 
administration of estrogen. Peirone 
and Fenoglio measured casual sebum 
levels in three patients who had acne 
treated successfully with norethynod- 
rel-mestranol (containing 0.075 mg of 


the 3-methyl ether derivative of ethi- 
nyl estradiol) and observed a 30% to 
50% decrease in the amount of lipid.?8 
Tronnier and Hoppe-Seyler also ob- 
served an average 3096 decrease in 
surface sebum (seven-minute replace- 
ment levels) in patients treated with 
a preparation containing 0.10 mg of 
mestranol,? and Bonelli et al found a 
40% reduction in sebum secretion 
with either 0.05 or 0.075 mg of ethi- 
nyl estradiol.? By comparison, in the 
present study we encountered only a 
20% and 25% average decrease in 
sebum production from base line lev- 
els with 0.06 and 0.10 mg, respective- 
ly, of ethinyl estradiol. 

The reason that estrogens do not 
exert a more regular and uniform 
effect on the sebaceous gland at a giv- 
en dosage of the drug is not altogeth- 
er apparent. Possible considerations 
might include differences in absorp- 
tion, variable effects on endocrine 
organs, and differences in metabolism 
of the drug among individuals. Also, 
the lack of a greater overall sebum- 
suppressive effect of the estrogens 
could be due in part to the cyclic 
method of their administration. 
Whether uninterrupted treatment 
would lead to a greater effect on se- 
bum and acne responses remains to 
be determined. Insofar as their me- 
chanism of action in inhibiting the 
sebaceous gland is concerned, recent 
studies have shown that small doses 
of androgen can overcome the sebum- 
suppressive effect of large doses of 
estrogen in women (unpublished 
data), as had been previously demon- 
strated in men. Thus, it appears 
that much or all of the estrogen effect 
is the result of androgen inhibition 
rather than a local suppression at the 
gland site. 

It was surprising to observe that, 
while there was a positive, statistical- 
ly significant correlation between 
sebaceous gland inhibition and im- 
provement of acne, this was not al- 
ways the case when considering indi- 
vidual subject responses (Table 4); ie, 
it was possible, although very un- 
usual, to have improvement without 
a significant reduction of sebum. One 
would then have to conclude that, 
when estrogen is used to treat acne, a 
beneficial response does not always 
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Table 3. — Multiple Drug Trials in Individual Subjects 


Subject 


Daily Dose, mg 


Decrease of 
Sebum Production, mg 





Ethinyl estradiol 
4 


0.02 
0.06 
0.10 


0.12 
0.51 
0.55 
1.02 
1.43 
0.91 
1.12 
0.25 
0.84 
0.43 
0.74 





Diethylstilbestrol 
10 


30 
31 


33 
35 
4l 
45 
47 


VN GIN Wr Wr DOUN ONO Wr 
ooooooooouhoououoo 





0.83 
0.89 
0.33 
0.31 
0.30 
1.05 
1.70 
—0.02 
9.46 
0.68 
1.35 
0.07 
0.79 
0.14 
0.12 
0.02 
0.31 


: Table 4.—Relationship of Sebaceous Gland Inhibition to Acne Response 


Pretreatment 


Treatment 


Difference 





Sebum 
5.47 


Subject 


Acne Grade* 





Sebum 


— 


Acne Grade Sebum Acne Grade 





3.93 





3.80 


2.34 


2 —1.54 
—1.46 





3.33 





2.17 





3.60 


2.71 





—1.16 
—0.89 





2.75 


1.99 





2.45 





1.87 


1.70 
-1.13 


—0.76 
—0.75 
—0.74 





2.47 


1.94 


—0.53 
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*4, severe; 3, moderately severe; 2, mild; 1, slight; 0, none. 


depend on its effect on the sebaceous 
gland. Other factors may also be oper- 
ative, and significant among these is 
a placebo effect. It was shown, for 
example, that 0.05 mg of ethinyl es- 
tradiol administered to patients who 
had acne led to satisfactory improve- 
ment of 70% of the patients, with a 
placebo medication inducing a simi- 
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lar response in 25%.” In another 
study, it was observed that 80% of the 
patients receiving 0.10 mg of ethinyl 
estradiol clearly benefited, with the 
same degree of improvement occur- 
ring in 40% of the placebo group.” On 
the basis of these reports, therefore, 
one may assume that one in three 
patients who have acne who are 


treated with oral estrogens might 
respond on the basis of a placebo ef- 
fect alone. It is conceded, too, that 
estrogen could possibly act favorably 
on acne by pharmacologic mecha- 
nisms other than its effect on the se- 
baceous gland. For example, estrogen 
administration decreases progester- 
one blood levels,? and while proges- 
terone is not sebum-stimulating, it 
could conceivably be of importance in 
acne in some other way. In addition, 
estrogen may induce responses inde- 
pendent of the endocrine system, such 
as an anti-inflammatory effect.5524 


This study was supported in part by Public 
Health Service grant AM 07084. 


References 


1. Andrews WC, Andrews MC: The use of pro- 
gestins for oral contraception. South Med J 55: 
454-456, 1962. 

2. Mahan CS: Norethynodrel as an oral con- 
traceptive: Experience in private practice. W Va 
Med J 58:298-299, 1962. 

3. Abstract of a preliminary report on nore- 
thynodrel (Enovid) in the control of acne in the 
female, SOCIETY TRANSACTIONS. Arch Dermatol 
86:237-238, 1962. 

4. Chanial MG: Le noréthynodrel dans le 
traitement de lacné. Bull Soc Fr Dermatol Sy- 
philigr 70:97-99, 1963. 

5. Palitz LL, Milberg IL, Kantor I: Enovid for 
acne in the female. Skin 3:243-245, 1964. 

6. Wansker BA: Norethynodrel with mestran- 
olin the treatment of acne. South Med J 57:917- 
919, 1964. 

7. Ahumada MP: Tratamiento del acne juven- 
il: Effecto terapeutico de la combinacion de clor- 
madinona y mestranol: Reporte preliminar. Fac 
Med 6:115-719, 1964. 

8. Strauss JS, Pochi, PE: Effect of cyclic pro- 
gestin-estrogen therapy on sebum and acne in 
women. JAMA 190:815-819, 1964. 

9. Finnerud CW, McGrae JD Jr: Enovid in det 
Acnetherapie: Ein Bericht über klinische Erfah- 
rungen. Hautarzt 15:677-678, 1964. 

10. Pochi PE, Strauss JS: Effect of sequential 
mestranol-chlormadinone on sebum production. 
Arch Dermatol 95:47-49, 1967. 

11. Porto JA: Os compostos hormonais anovu- 
latórios no tratamento do acne em pacientes do 
sexo feminino: Resultados preliminares. J Bras 
Med 9:989-991, 1965. 

12. Kostant GH: Progestin-estrogen combina- 
tions in management of acne. J Med Soc NJ 62: 
523-526, 1965. 

13. Kiimmel J: Beeinflussung der Akne vul- 
garis durch Ovulationshemmer. Med Welt, No. 
3:138-140, 1966. 

14. Jamain C, Cattin R: A propos du traite- 
ment de l'aené par un oestroprogestatif de 
synthése. Lyon Med 216:396-400, 1966. 

15. Aceves Ortega R: El uso de un estrógeno 
(3 metil eter etinil estradiol) y un progestágeno 
(6-cloro-6-dehidro-17-alfa-acetoxiprogesterona) 
como método terapéutico del acné juvenil. Med 
Rev Mex 46:277-280, 1966. 

16. Chanial MC: Oestro-progestatifs, acné et 
séborrhée féminine. Lyon Med 216:400-402, 
1966. 

17. Schreus HT: Weitere Erfahrungen mit der 
hormonellen Therapie der Akne. Aesthet Med 
15:295-297, 1966. 


Sebaceous Gland Suppression/Pochi & Strauss 213 


) 


18. Millán Gutiérrez J, Pensado de la Cruz A, 
Galván RJ: El acné juvenil en mujeres y su tra- 
tamiento con Clormadinona-mestranol. Med Rev 
Mex 46:441-443, 1966. 

19. Grupper C: Le traitement de l'acné fémi- 
nine par les oestroprogestatifs: Indications, 
modalités, et limites. Bull Soc Fr Dermatol Sy- 
philigr 13:862-870, 1966. 

20. Zelcer I: Tratamiento del acné premen- 
strual con un nuevo inhibidor de la ovulación. 
Sem Med 130:369-371, 1967. 

21. Aron-Brunetiére R, Robin J: Donneés nou- 
velles sur le traitement de la séborrhée et de 
lacné vulgaire féminine par les inhibiteurs 
d'ovulation. Rev Med 10:85-106, 1969. 

22. Bonelli M, et al: Ulteriores observaciones 
sobre el tratamiento del acné vulgar y el compor- 
tamiento de los lípidos de superficie. Sem Med 
136:1052-1063, 1970. 

23. Budnitskaya II: O patogeneze ugrevoi sypi 
u zhenshchin i gormonalnom Iechenii ee. Vestn 


Dermatol Venerol 44:28-31, 19770. 

24. Klinger G, Reich P, Hempel E: Zur Wir- 
kamseit von NON-OVLON bei Patientinnen mit 
Akne vulgaris. Z Aerzél Fortbild 64:1202-1205, 
1970. A 

25. Inman P, Gordon B, MeNay RA: Acne and 
the pill. Newcastle Med J 31:309-312, 1971. 

26. Lemke G: Beitrag zur Hormonbehandlung 
der Akne vulgaris bei weiblichen Kranken. Z 
Haut Geschlechtskr 47:501-508, 1972. 

27. Strauss JS, Pochi PE: The quantitative 
gravimetric determination of sebum production. 
J Invest Dermatol 36:293-298, 1961. 

28. Peirone F, Fenoglio S: Effetti dell' enovid 
sulla dermatosi acneica femminile: Studio speri- 
mentale col sebo-test. Arch Ital Dermatol Vener- 
eol Sessuol 33:455-466, 1965. 

29. Tronnier H, Hoppe-Seyler G: Klinisch- 
pharmakologische Studie zur Frage von Neben- 
wirkungen hormoneller Ovulationshemmer im 
Bereich der Dermatologie. Therapie Woche 19: 


1024-1033, 1969. 

30. Strauss JS, Pochi PE: Effect of Enovid on 
sebum production in females: A preliminary 
report. Arch Dermatol 87:366-368, 1963. 

31. Strauss JS, Kligman AM, Pochi PE: The 
effect of androgens and estrogens on human se- 
baceous glands. J Invest Dermatol 39:139-155, 
1962. 

32. Johansson EDB, Gemzell C: Plasma levels 
of progesterone during the luteal phase in nor- 
mal women treated with synthetic oestrogens 
(RS 2874, F 6103 and ethinyloestradiol). Acta 
Endocrinol 68:551-560, 1971. 

33. Spangler AS, et al: Enhancement of the 
antiinflammatory action of hydrocortisone by 
estrogen. J Clin Endocrinol Metab 29:650-655, 
1969. 

34. Bodel P, et al: Anti-inflanmatory effects 
of estradiol on human blood leukocytes. J Lab 
Clin Med 80:373-384, 1972. 





TEST YOUR KNOWLEDGE 


Question. — A 17-year-old boy has lesions of the tongue that have been present since 


early childhood. His father and 12-year-old sister are alleged to have similar lesions. 
On examination, multiple, soft, pink, pedunculated nodules are noted on the lateral 
borders of the anterior part of the tongue. In addition, the lips are diffusely enlarged 
and a sparse number of similar, but smaller, pedunculated nodules are noted on both 
eyelids. The remainder of the skin and mucous membrane examination is normal. 

These findings suggest the diagnosis of a syndrome with multiple manifestations, 
necessitating a more complete examination. One of the most important procedures 
that should be undertaken is (a) neurological examination, (b) skull x-ray film, (c) 
palpation of the thyroid gland, (d) serological test for syphilis, or (e) x-ray examination 
of the large and small bowel. (For answer, see page 222.) 
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Instantaneous 


Decompression and the Skin 


Stanley Comaish, MB, MRCP, Newcastle Upon Tyne, England 


Suction blister formation in human skin 
is preceded by intra-epidermal vacuola- 
tion, which regresses as the blister forms. 
The vacuoles are shown to contain fluid, 
not gas, and probably represent a reaction 
to injury by suction accompanied by in- 
creased permeability of epidermal struc- 
tures. 


ecompression sickness has been 
the subject of considerable re- 
search in the last 50 years, and the 
effects of decompression on blood and 
internal organs have been extensive- 
ly studied.! Skin changes in either 
accidental or experimental decom- 
pression are, by contrast, poorly docu- 
mented. At the clinical level, pruritus 
and “rashes” are described as occur- 
ring frequently in severe decompres- 
sion states, but skin biopsy specimens 
have not been examined, and the his- 
tologic analyses of fatal cases seems 
to be nonspecific. 

In the course of an investigation of 
suction blisters in man, it was real- 
ized that this was a situation where 
localized decompression of the skin 
was being produced at a speed much 
greater than even the most unfortu- 
nate aviator or diver experiences, the 
transition from atmospheric pressure 
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to pressure as low as 60 mm Hg be- 
ing accomplished virtually instanta- 
neously. This report describes the 
histologic and electron microscopic 
appearances found in skin subjected 
to such procedures. 


Methods 


The production of blisters by physical 
separation of the epidermis from the der- 
mis, using suction, is a simple technique 
without hazard to the patient and pro- 
duces little or no discomfort. Several 
groups of workers have reported on the 
value of this method in assessing the ac- 
tivity of various bullous dermatoses.” 

The apparatus that we have used con- 
sists of a small perspex chamber which is 
placed on the forearm skin and kept in 
position with a lightly applied rubber 
bandage. The suction pump used can re- 
duce the pressure to 700 mm Hg below 
atmospheric (60 mm Hg absolute) and 
pressure tubing connects the pump to a 
manifold permitting the use of up to four 
chambers at once, either on one or several 


Fig 1.—Early cleft formation between epi- 
dermis and dermis above intact basement 
membrane (PAS, original magnification x 240). 
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Fig 2. — Extensive paranuclear vacuole forma- 
tion throughout epidermis occurring before 
epidermodermal separation (hematoxylin-eosin, 
original magnification x 240). 





Fig 3.— More advanced stage than Fig 2 with 
early blister formation. Note here and in Fig 1 
that vacuole formation is less marked than in 
Fig 2 (PAS, original magnification x 125). 


subjects. A reservoir bottle prevents any 
sudden alteration in pressure which small 
occasional leaks might otherwise produce. 
The suction chamber contains a perforated 
disk with seven apertures each of 5 mm 
diameter. The skin can be observed 
through the transparent roof of the cham- 
ber. 

In using the apparatus, the pressure is 
first reduced to the required level, the skin 
chamber being in position but separated 
from the reservoir bottle by a closed tap 
attached to the chamber's entry port. The 
opening of the tap then allows practically 
an instantaneous pressure reduction. 


Experimental Observations 


With the naked eye, one can ob- 
serve immediate pouting of skin into 
the apertures of the chamber, fol- 
lowed by erythema and congestion 
within a few seconds in the living 
subject. In both living subjects and in 
operative or postmortem skin, small 
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blisters appear after periods varying 
from a few minutes to several hours. 


- The period depends on the nature of 


the skin, and in certain blistering 
conditions, for example pemphigoid 
or porphyria, the time taken to pro- 
duce blisters may be considerably less 
than for normal controls.? Histologi- 
cally, these blisters are invariably 
subepidermal, the plane of cleavage 
being above the basement membrane 
(Fig 1). Long before the blisters ap- 
pear, however, dramatic changes are 
already evident in the epidermis it- 
self. Biopsy specimens taken at 
varying intervals following decom- 
pression show that changes can be 
detected as early as one minute. 
These consist of small paranuclear 
vacuolations proceeding eventually 
to a spongiotic appearance of the 
prickle cell layer (Fig 2). With the 
onset of epidermodermal separation 
and actual blistering, the vacuolated 
appearance of the overlying epider- 
mis becomes less pronounced, and 
may disappear altogether (Fig 3). 
Electron microscopy shows that the 
vacuoles are within the cytoplasm 
rather than between the two mem- 
branes of the nuclear envelope (Fig 4). 
The desmosomes appear normal and 
the relationship between the tonofila- 
ments and the desmosomes also ap- 
pears unaffected in that the tonofila- 
ments are not obviously retracted 
from the desmosomes (Dr. John 
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Fig 4.—Site of vacuole is within cytoplasm (original magnification x 20,000). 


Hunter, MRCP, oral communication, 
April 1972). 

The possibility that the intra-epi- 
dermal vacuoles might be bubbles of 
nitrogen has been tested in two ways: 

1. By pre-exposure of isolated 
pieces of skin to very high pressures 
(500 kg/sq cm) in a medium of normal 
saline solution. This maneuver has 
been shown to dissolve the minute 
foci of nitrogen which appear to initi- 
ate "bends."* 

2. By exposure of skin samples to 
similar pressures after sufficient suc- 
tion pressure had first been applied to 
the epidermal surface to produce 
obvious vacuoles in control speci- 
mens. This would be expected to dis- 
solve any bubbles of nitrogen which 
had formed. 

The results of these experiments 
clearly indicate that the microscopic 
vacuoles are not gas-filled, but of a 
fluid nature. Pre-exposure to hyper- 
baric conditions does not decrease 
either the formation of the intracellu- 
lar vacuoles or the subsequent forma- 
tion of visible suction blisters. 

The complementary experiment of 
exposing "sucked" specimens of skin 
to hyperbaric conditions makes no 
difference to already established vac- 
uoles. Experimental instantaneous 
decompression of whole operative 
skin specimens and of intact anesth- 
etized hairless mice in a decompres- 
sion chamber failed to disclose evi- 
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dence of intracellular vacuolation 
and histological examination of the 
skin showed no obvious abnormality. 


Comment 


Intravascular gas bubbles are be- 
lieved to play an important role in 
decompression sickness although the 
effects may not be simple due to vas- 
cular obstruction.! In severe cases 
bubbles may be found extravascular- 
ly in adipose and other lipid-rich tis- 
sue such as myelin sheath. The com- 
position is mainly nitrogen but with 
approximately 1676 of carbon dioxide. 
These bubbles are found in situations 
where there has been a rapid fall in 
ambient pressure, either from hyper- 
baric conditions to normal atmos- 
pheric (divers' disease) or from atmos- 
pheric to subatmospheric (aviators' 
Sickness). The rate of decompression 
is critical. The hamster exhibits in- 
travascular bubbles when the rate of 
decompression is 4 atm/min (from 5 to 
6 atm) but not at a reduced rate of 2 
atm/min from a high pressure (7 
atm).5 

The rate of decompression of the 
chamber in the suction blister tech- 
nique is likely to be very much great- 
er than those rates known to cause 
decompression sickness in man and 
experimental animals, taking into 
account the small volume of the suc- 
tion chamber. Equilibrium appears to 
be achieved in a few seconds, judging 
by the movement of the skin surface 
into the apertures of the perforated 
disk plate. This indeed is likely to be 
an overestimate owing to the viscous 
behavior of skin under conditions of 
mechanical stress. Despite these con- 
siderations the evidence from the 
present experiments is that the vac- 
uoles seen soon after suction is ap- 
plied are filled with fluid, not gas. The 
immediate source of the fluid must be 
the epidermal cells themselves, al- 
though it is conceivable that it may 
originate in part from dermis tissue 
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and intravascular fluid since the vac- 
uoles do not form when an isolated 
piece of skin is subjected to decom- 
pression on both epidermal and der- 
mal aspects in an enclosed vessel. 
Trowell® discussed similar vacuoles 
seen in the liver of subjects who had 
died from the effects of decompres- 
sion. Following these observations 
and some careful experiments, Trow- 
ell concluded that they were fluid- 
filled spaces, not gaseous, and that 
both decompression and venous 
congestion were necessary for their 
production. Venous congestion is also 
observed in the suction blister ma- 
neuver, and the skin pouting into the 
apertures rapidly becomes congested 
and cyanotic. Following release of 
suction, skin which is not blistered 
quickly becomes pink, but remains 
elevated from the surrounding skin 
and edematous for a considerable pe- 
riod of time. 

Possibly the vacuoles represent a 
type of hydropic degeneration reflect- 
ing in a nonspecific fashion damage 
sustained during rapid decompres- 
sion. The consequent activation and 
release of cytotoxic enzymes -(lyso- 
somal in origin) might then further 
the process of damage leading even- 
tually to epidermodermal separation. 
Minor degrees of the same vacuolated 
appearance are seen from time to 
time in skin biopsy specimens taken 
at normal atmospheric pressure. They 
may be simply dismissed as “arti- 
facts” but could represent a patchy re- 
sponse of the epidermal cells to local 
injury during the biopsy procedure. 
The extreme rapidity with which 
similar but grosser changes are pro- 
duced during the more controlled and 
uniform injury of suction is notewor- 
thy in this respect. 

Alternatively, the vacuoles could 
be the direct result of increase in 
permeability of the basement mem- 
brane and cellular membranes, in- 
duced by anoxia, allowing transuda- 


tion of fluid from the dermal blood 
vessels into the low pressure zone of 
the epidermis. 

The absence of visible effects on the 
stratum corneum is striking; it is 
clear that a gradient of pressure is 
established during suction from the 
surface of the stratum corneum in- 
wards to normal tissue pressure deep 
in the dermis. This gradient is essen- 
tial for the production. of vacuoles. 
Within the epidermal layer, the mor- 
phologic changes appear fairly 
uniformly distributed until subepi- 
dermal clefts first appear above the 
PAS-positive basement membrane. 
Deep to the basement membrane, 
however, the cellular, fibrous, and 
ground-substance elements of the 
dermis appear untouched by the 
events immediately above them ei- 
ther at the stage of vacuole formation 
or subsequently when a blister forms. 
It would seem reasonable to ascribe a 
special function to the basement 
membrane in this respect or to struc- 
tures in its vicinity. Teleological ex- 
planations are not acceptable, for 
negative pressure is one form of inju- 
ry against which human tissues hard- 
ly could have devised any protection 
during evolutión unless one postu- 
lates a very ancient requirement of 
some deep-sea ancestor. 
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Irritation by 


Hydrophilic Ointment 
Under Occlusion 


Paul R. Bergstresser, MD, William H. Eaglstein, MD, Miami, Fla 


In the present study we have shown that 
hydrophilic ointment and a similar vehicle 
containing 1% sodium lauryl sulfate invari- 
ably produce contact irritant dermatitis 
when they are occluded 16 hours a day for 
more than three days. Sodium lauryl sulfate 
is the provocative agent. Previous experi- 
mental work on sodium lauryl sulfate sug- 
gests that denaturation of epidermal pro- 
teins and subsequent loss of the epidermal 
barrier are the likely mechanisms. 

Less irritating emulsifiers, or concentra- 
tions of sodium lauryl sulfate less than 1%, 
should be used in topical products, espe- 
cially those that might be used under oc- 
clusion. 


hen used under plastic film oc- 

clusion, hydrophilic ointment 
(US Pharmacopeia) consistently pro- 
duces dermatitis. Hydrophilic oint- 
ment consists of white petrolatum, 
water, stearyl alcohol, propylene gly- 
col, sodium lauryl sulfate (US Phar- 
macopeia), methylparaben, and pro- 
pylparaben.!/?*? We have found the 
offending ingredient to be sodium 
lauryl sulfate. The irritating feature 
of hydrophilic ointment, when used 
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Forearm after five days of daily occlusive 
treatment with hydrophilic ointment. 


under plastic film occlusion, prompts 
this communication. 


Materials and Methods 


Hydrophilic ointment was formulated as 
follows: water, 37.096; white petrolatum, 
25.095; stearyl alcohol, 25.0%; propylene 
glycol, 12.0%; sodium laury? sulfate, 1.0%; 
propylparaben, 0.015%; and methylpara- 
ben, 0.025%."'"#6) Another cream with a 
slightly different formula, but also con- 
taining 1% sodium lauryl sulfate, was 
tested. 

For comparison, a third vehicle similar 
to hydrophilic ointment was formulated 
with 2% polyoxyl 40 stearate (2% Myrj-52) 
being substituted for sodium lauryl sul- 
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fate. 

The preparations were applied under 
plastic film (Saran Wrap) for 16 hours 
each day. The vehicle and plastic were 
applied to normal-appearing forearm skin 
before retiring and left on overnight. A 
second application of vehicle and plastic 
was made in the morning, left in place for 
eight hours, and then removed. This 
schedule was continued until obvious 
dermatitis developed. The subjects were 
hospitalized patients with noneczematous 
conditions (leg ulcers, 5; psoriasis, 1) and 
dermatology staff members.” 

In addition, ordinary patch tests were 
applied on normal skin of the back using 
the following paraben mix: (methyl, ethyl, 
propyl, butyl, benzyl), 3% of each in white 
petrolatum; 1% propylene glycol in white 
petrolatum; and 1% stearyl alcohol in 
white petrolatum. The patches (Al-Test 
[Imeco, Astra Agency, Stockholm], were 
held in place for 48 hours with Dermicel 
tape (Johnson & Johnson Co.) Resuits 
were read at 48 and 72 hours. . 


Results 


All subjects using hydrophilic oint- 
ment and the other sodium lauryl sul- 
fate-containing cream developed der- 
matitis after three to five days of 
occlusive treatment. The area of plas- 
tic film occlusion was always larger 
than that of ointment application. 
Dermatitis was limited to the central 
area. The appearance and symptoms 
were similar. Within three days, 
burning and redness developed. This 
was followed by a “tightening” of the 
dermatitic skin and a subsequent 
leathery appearing texture (Figure). 
Once stimulated, the irritation pro- 
gressed despite cessation of the treat- 
ment and evolved into painful fissures 
and lamellar exfoliation of scale. 
Healing took four to nine days. An 
area of the treated forearm in two 
subjects was stripped with cellophane 
tape until it became “glistening” be- 
fore applications of hydrophilic oint- 
ment were begun. The dermatitis in- 
duced in tape-stripped sites was no 
more severe than the dermatitis in- 
duced in the adjacent normal skin, 
but the stripped sites healed more 
rapidly. 

Subjects using hydrophilic oint- 
ment with 2% polyoxyl 40 stearate 
substituted for sodium lauryl sulfate 
did not develop dermatitis after seven 
days. 
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With the standard closed patch 
test, in 48 hours, four subjects had no 
reactions to sodium lauryl sulfate. 
Three reacted to 1% sodium lauryl 
sulfate, but the reactions were not 
typical of contact allergic dermatitis. 
One developed redness without vesi- 
culation, which disappeared within 
24 hours. The other two developed 
persistent redness at the patch test 
site without vesiculation. The subse- 
quent course of their patch test reac- 
tions resembled that of their arm 
dermatitis. When retested, both sub- 
jects had negative patch tests. 


Comment 


Sodium lauryl sufate has been in- 
cluded in hydrophilic ointment since 
19472 The only modification in the 
ointment has been the substitution of 
propylene glycol for glycerin in 1950.3 
Despite numerous studies of epider- 
mal damage caused by sodium lauryl 
sulfate, the potential of hydrophilic 
ointment to produce dermatitis has 
not been emphasized. 

Lansdown and Grasso evaluated 
epidermal damage in mouse skin af- 
ter topical application of three emul- 
sifiers: sodium lauryl sulfate, cetri- 
mide (hexadecyltrimethylammonium 
bromide), and polysorbate 80 (Tween 
80).4 Sodium lauryl sulfate applied 
once daily without occlusion in 
aqueous concentrations as low as 1% 
produced dermatitis with histologic 
changes within five days. Although 
the three compounds are lipophilic, 
surface active, and capable of remov- 
ing surface lipids from mouse skin, 
polysorbate 80 failed to produce skin 
damage. Furthermore, only sodium 
laury! sulfate and cetrimide had been 
shown previously to react chemically 
with proteins, and it was suggested 
that it was the protein denaturation 
that caused the damage to the barrier 
function of the stratum corneum. 

In a study of 12 commercial surfac- 
tants in rabbits, Olson et al reported 
that 1% aqueous sodium lauryl sul- 
fate applied daily for two weeks pro- 
duced dermatitis when the material 
was held in contact with the skin 
under cotton gauze and less severe 
dermatitis without dressings. Car- 
son and Oser found that high cuta- 


neous concentrations of sodium lau- 
ryl sulfate caused damage and pene- 
tration with acute systemic toxicity 
in rabbits.® In contrast, earlier pene- 
tration studies by Blank and Gould, 
after one application of labeled so- 
dium lauryl sulfate, illustrated by 
autoradiography penetration of only 
the most superficial portions of the 
stratum corneum.’ It seems likely, 
therefore, that repeated applications 
or occlusion to enhance the skin bar- 
rier damage is needed to see the irri- 
tant effect. Recognizing this ability of 
sodium lauryl! sulfate to damage the 
epidermal barrier, Kligman has pro- 
posed the “provocative patch test” for 
allergic contact patch testing.? Prior 
application of 10% sodium laury] sul- 
fate to patch test sites permits pene- 
tration of more of the test material 
and presumably allows one to recog- 
nize weaker sensitizers. 

Sodium lauryl sulfate is not chemi- 
cally pure, and allowances are made 
for its variation as a pharmaceutical 
agent. "SLS is a mixture of alkyl sul- 
fates consisting chiefly of SLS. The 
combined content of NaCl and 
Na,SO, is not more than 8%.”1(67) 
Small amounts of organic and inor- ` 
ganic impurities could conceivably 
contribute to its variability in caus- 
ing dermatitis. 
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Contact Dermatitis 
to Chrysanthemums 


Eric Bleumink, PhD, Groningen, Netherlands; 


John C. Mitchell, MD, Vancouver; Johan P. Nater, MD, Groningen, Netherlands 


Nine patients with strong skin reactions 
to chrysanthemums of florists were 
studied. From four different common chrys- 
anthemum varieties, alcoho! and aqueous 
extracts were prepared. Extracts of stems 
appeared negative while the highest skin 
reactivity was found in alcohol extracts of 
-leaves and flowers. Aqueous extracts were 
mainly negative. No significant differences 
in skin reactivity between the four varieties 
assayed occurred. Six out of seven persons 
allergic ta chrysanthemums showed posi- 
tive reactions to alantolactone (a sesqui- 
terpene lactone) and two of four who were 
tested showed positive reactions to cu- 
mambrin A. 


he chrysanthemum is one of the 

most common causes of dermati- 
tis among florists and horticultur- 
ists.^? Moreover, it is in addition to 
tulip and primula one of the most 
important causes of allergic plant 
dermatitis in Western Europe. 

There are over 500 cultivars of 
chrysanthemums, either garden or 
horticultural (hothouse) varieties. 
Chrysanthemums (Chrysanthemum 
x morifolium) belong to the Composi- 
tae, a plant family with many poten- 
tially allergenic members, especially 
the plants belonging to the genera 
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Ambrosia and Chrysanthemum.4 The 
allergens have been identified to be 
mainly sesquiterpene lactones.^9 For 
allergenic activity, the presence of a- 
methylene-y-lactone groups appeared 
to be an essential prerequisite.? This 
group is also present in the allergen 
of tulip bulbs.” 

Also, it is likely that sesquiterpene 
lactones play an important role in 
chrysanthemum dermatitis. How- 
ever, in contrast to tulips, primula, 
and many other plants, little is 
known about the chemical nature of 
the allergenic components in the 
chrysanthemum. Moreover, no de- 
tailed knowledge exists about the 
patterns of cross reactivity with other 
plants and about the presence of the 
allergenic components in the differ- 
ent parts of the plant. 

This lack of knowledge was a rea- 
son for us to start a more systematic 
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Table 1.—Patients With Chrysanthemum Allergy 


Patient Age (yr), Sex Occupation 


Anamnese of 
Chrysanthemum 


Symptoms Allergy 





43, F Housewife 


Hand eczema 





21,M Working at a 


Hand eczema 


floriculture shop 





Florist 


Eczema of 
hands and 
face 





Housewife 


Hand eczema 





Housewife 


Hand eczema; 
process started 
at fingertips 





Floriculturist 


Hand eczema 
(during 12 
years) 





Housewife 


Hand eczema 





Carpenter, 
contracter 


Hand eczema 





Floriculturist 


Extracts 


Eczema of 
face and 
hands 








Total No. 
Positive 





| leaves 


7/9 





flowers 


6/9 





5/9 





flowers 


6/9 





leaves 
I 


6/7 





| 
[faves 
| 


flowers 


6/7 





5/7 








| es 
flowers 


6/7 





Total No. 
positive 
reactions 


*Tests were done with alcohol extracts of flowers and leaves of various species of chrysanthe- 


mums from florists. 
*Not tested, nt. 


Lactones 





Total No. 
Positive 








Alantolactone (pure) 


6/7 





Alantolactone 
(commercial sample) 


6/7 





Cumambrin A 


*Not tested, nt. 


study on allergic contact dermatitis 
to chrysanthemums. Some results of 
this study will be reported here. 


Methods 


The patients were patch-tested with a 
series of alcohol and aqueous extracts of 
chrysanthemum varieties: 

I. Pompon (class 5) garden chrysanthe- 
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mum obtained in October; variety: Mas- 
querade (classification from Ackerson*). 

II. Garden chrysanthemum obtained in 
October; variety: Chrysanthemum Rubel- 
lum, Duchess of Edinburgh. 

Ill. Irregular anemone (class 4) ob- 
tained in November from a florist; variety: 
Queen Elisabeth. 

IV. Pompon (class 5), obtained in No- 
vember from a florist. Mixture of various 


colors: white, yellow, red, violet, and 
brown (varieties not known). 

Twenty-five grams of the flowers, 
leaves, and stems was cut in small pieces 
and was extracted separately with two 
times 250 ml of 95% ethyl alcohol. To this 
end, the suspensions were shaken at 20 C 
during 16 hours followed by filtration to 
remove insoluble matter. The green- or 
brown-colored ethyl alcohol solutions were 
concentrated in a vacuum rotatory evapo- 
rator to about 25 ml (10046 solutions). In- 
soluble matter was removed by centrifuga- 
tion and the solutions were stored at 4 C. 
For patch testing, the solutions were dilut- 
ed 1:10 with ethyl alcohol. 

Aqueous extracts were prepared in a 
similar way. The solutions obtained were 
lyophilized and reconstituted before use 
with water to obtain 10% mixtures. 

For skin testing, 10u1 of the solutions 
was applied on the patches (Scandinavian 
silver patches). Skin tests with extracts 
were performed on 15 patients sent to our 
clinic because of dermatitis of their face, 
hands, and arms, possibly due to chrysan- 
themums. 

In addition tests were done with a mix- 
ture, consisting of equal parts of ethanol 
extracts of III and IV, in 104 persons at- 
tending the allergy unit because of symp- 
toms of contact eczema. 

Finally, patch tests were carried out 
with two sesquiterpene lactones (1% in 
ethyl alcohol) present in other Compositae 
species: alantolactone derived from Inula 
and Helenium L. (Inuleae tribe); purified 
by means of column chromatography to 
remove iso-alantolactone,® alantolactone 
(practical grade) and cumambrin A (from 
Artemisia, belonging to the tribe of the 
Anthemidae to which also the chrysanthe- 
mum of florists belongs). 


Results and Comment 


In one out of 104 controls, a strong 
(2+) reaction was observed to a mix- 
ture of chrysanthemum extracts, 
while three patients showed a weak 
(+) reaction. In these patients, no 
clue was found to suspect the chrys- 
anthemum as a cause of their ecze- 
ma, although they came into contact 
with the flowers from time to time. In 
the patient with strong reactivity, 
patch tests also were performed with 
the complete series of extracts 
(patient 8 in Table 1). 

Eight (53%) of 15 patients with a 
possible contact dermatitis to the 
chrysanthemum showed positive re- 
actions to two or more extracts, two 
gave a one-time positive reaction to 
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alcohol extracts, and four gave no 
reaction at all. One patient had sta- 
tus eczematicus and was therefore 
omitted from the series. The relevant 
data on the patients with two or more 
reactions to chrysanthemums are 
recorded in Table 1. 

Extracts of stems did not lead to 
positive tests, and only in some pa- 
tients, weakly positive reactions were 
observed to aqueous extracts. The 
results of the patch tests with alcohol 
extracts of leaves and flowers have 
been collected in Table 2. 

All chrysanthemum species as- 
sayed showed positive tests and no 
significant differences in skin reactiv- 
ity between the four varieties were 
found. Olivier? and Rook? presented 
evidence to conclude that contact 
dermatitis from  chrysanthemums 
may be specific to a single horticul- 
tural variety. Our data, however, do 
not corroborate this suggestion. No 
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3. Rook A: Plant dermatitis in general prac- 
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4. Mitchell JC: Allergic contact dermatitis 
from Compositae. Trans St Johns Hosp Derma- 


marked differences in skin reactivi- 
ties could be observed between ex- 
tracts of leaves and flowers. It seems 
justifiable to assume, therefore, that 
the active component is soluble in 
alcohol and not in water and that itis 
present (in about equal amounts) 
both in the leaves and in the flowers, 
but not in the stems. 

Table 3 records the results of the 
tests with sesquiterpene lactones. Six 
out of seven patients with a chrysan- 
themum allergy showed positive re- 
sponses to alantolactone and two of 
four tested were found skin-reactive 
to cumambrin A. Alantolactone has a 
strong sensitizing capacity, and many 
persons allergic to Compositae spe- 
cies show positive tests to it. More- 
over, patients allergic to Frullania 
nisquellensis? a genus of liverworts, 
gave strong reactions to this compo- 
nent too. Three of five of the pa- 
tients were allergic to chrysanthe- 
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mums as well, which indicates that 
they contain identical or cross-react- 
ing allergenic components, which 
most probably belong to the class of 
sesquiterpene lactones. 

Alantolactone has no primary irri- 
tant effect in a concentration of 176 in 
petrolatum and in a 0.246 solution in 
80% alcohol when 30,1 of it is applied. 
In the present study we used 10ul of a 
196 solution for patch testing. 

Thus, it may be assumed that in 
chrysanthemum dermatitis sesqui- 
terpene lactones play an important 
role. Additional testing is needed for 
definite proof. The results of tests 
with other sesquiterpenoids and with 
fractions of chrysanthemum will be 
reported in due course. 
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Answer.—c; The mucosal abnormalities are typical of those produced by multiple 
mucosal neuromas that may be part of an inherited syndrome including also pheo- 
chromocytomas and medullary carcinoma of the thyroid. 

Gorlin RJ, et al: Multiple mucosal neuromas, pheochromocytoma and medullary 
carcinoma of the thyroid: A syndrome. Cancer 22:293-299, 1968. (For question, see 


page 214.) 
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An Amputation Neuroma 


Lewis Shapiro, MD; Einar A. Juhlin, MD; 


Martin H. Brownstein, MD, New York 


Sixteen so-called rudimentary supernu- 
merary fingers were compared with ten 
true sixth fingers (pedunculated postmini- 
mi) and five digital traumatic neuromas. 
The absence of neural proliferation in true 
sixth fingers and the histologic similarity of 
the acquired traumatic neuromas and the 
“rudimentary supernumerary digits" sup- 
port the interpretation that the last-named 
represent neuromas rather than abortive 
attempts to form a sixth finger. 


i his supernumerary digits at- 
tached to the ulnar aspect of the 
fifth finger by a narrow stalk 
(pedunculated postminimi) are rarely 
seen by dermatologists. Small pa- 
pules or hillocks found at the same 
sites have been interpreted as either 
rudimentary supernumerary fingers! 
or as the stumps of digits, perhaps 
auto-amputated in utero. Our pur- 
pose here is to indicate that so-called 
rudimentary supernumerary fingers 
actually represent amputation neuro- 
mas. 


Materials and Methods 


Sixteen so-called rudimentary supernu- 
merary fingers from 13 patients were 
available for study. These were compared 
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"Rudimentary Polydactyly" 





Fig 1. Smooth papule, representing “rudi- 
mentary supernumerary digit." 


Fig 2.— Verrucous 9-mm high "rudimentary 
supernumerary digit" that had been burned in 
infancy. 
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Fig 3.— Smooth obtuse (left) and pedunculat- 
ed( right) “rudimentary supernumerary fingers" 
(hematoxylin-eosin, x 10). 





Fig 4.—Multiple Wagner-Meissner bodies in 
papillae of “rudimentary supernumerary fin- 
ger" (hematoxylin-eosin, x 175). 


with traumatic neuromas located on other 
parts of the fingers of five individuals and 
ten true supernumerary digits from eight 
additional patients. Hematoxylin-eosin or 
hematoxylin-phloxine-saffron-stained sec- 
tions were available for all specimens. In 
selected instances, one or more of the fol- 
lowing special stains were employed: Mas- 
son trichrome, acid orcein, Verhoeff, Laid- 
law (for reticulum), and Bodian. 

“Rudimentary Supernumerary 

Digits” 

All 13 patients with so-called rudi- 
mentary supernumerary digits had a 
lesion of some type present at birth. 
Seven of the 13 gave a history of liga- 
tion in infancy of what apparently 
was a true supernumerary digit. Two 
patients’ sixth fingers had been 
“burned” in infancy; one had no prior 
treatment and in three the early his- 
tory was not known. At the time the 
lesions under study were excised, 
they varied from smooth skin-colored 
papules only 1 to2 mm high (Fig 1) to 
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Fig 5.— Neural proliferation in superficial and 
mid cutis in so-called rudimentary polydacty- 
lous digit (hematoxylin-eosin, x 50). 


verrucous or pedunculated growths 9 
mm in height (Fig 2). All were located 
along the ulnar aspect of the proxi- 
mal phalanx of a fifth finger. The pa- 
tients’ ages at the time of surgical 
excision of the so-called rudimentary 
finger ranged from 3 to 47 years. 
Eight were females and eight mani- 
fested bilateral involvement. 

In the “rudimentary digits,’ the 
stratum corneum was generally nor- 
mal in thickness and density, but at 
times it was relatively thinned, hy- 
perkeratotic, or partially parakera- 
totic (Fig 3). The stratum malpighii 
was occasionally papillomatous but 
was usually unremarkable. In most of 
the lesions, Wagner-Meissner bodies 
were conspicuous in the dermal papil- 
lae (Fig 4), at times being present in 
as many as three quarters of the pap- 
illary bodies. Twisted and disorgan- 
ized proliferating nerve trunks were 
invariably noted in the superficial or 
deep dermis, or both (Fig 5 and 6). 








Fig 6.—Higher magnification of proliferating 
disorganized and twisted nerves in "rudimen- 
tary supernumerary digit" (hematoxylin-eosin, 
x 175). 





K 
A ; v1 d = 
Fig 7.—Fine elastic fibrils in so-called rudi- 
mentary supernumerary finger; nerve in right 
lower corner (orcein-azure A, x 175). 
Fig 8.—Traumatic neuroma of thumb 20 
years following laceration from glass. 
* 
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Fig 9.— Traumatic neuroma shown in Fig 8 
(hematoxylin-eosin, x 9). 


Wes 


Fig 10. — Multiple Wagner-Meissner bodies in 
papilla of traumatic neuroma secondary to lac- 
eration from glass (Masson trichrome, x 175). 


` 


Fig 11.—Pedunculated postminimus prior to 
excision from finger of 31-year-old woman. 


Their neurites were usually well- 
stained red by the trichrome method 
and black with the Bodian silver 
technique. Some of the nerves showed 
a suggestion of Wagner-Meissner 
differentiation. Elastic tissue stains 
revealed generally fine fibrils within 
a dense stroma (Fig 7) that the tri- 
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chrome technique proved to be colla- 
genous in nature. At times vascular 
proliferation was evident. Cutaneous 
adnexae were absent, save for a rare 
eccrine duct seen in two of the speci- 
mens. 


Traumatic Neuromas 


Five patients with traumatic neu- 
romas ranged in age from 22 months 
to 30 years. Three patients were fe- 
male. The two youngest (22 months 
and five years) had had pedunculated 
lesions of the thumbs — probably soft 
fibromas, ligated shortly after birth, 
but not examined histologically. One 
of the patients had a crushing injury 
to the left fourth finger at age 3 years 
and excision of the neuroma at age 
17. Another cut her thumb with glass 
about 20 years before the lesion (Fig 
8) was removed at age 28. The last 
patient sustained a compound frac- 
ture of her left third finger. A flail tip 
developed and was amputated the fol- 
lowing year; a painful nodule in the 
scar was excised the year after. The 
histopathologic changes in the trau- 
matic neuromas were indistinguish- 
able from those observed in the so- 
called rudimentary supernumerary 
fingers (Fig 9 and 10). 


True Supernumerary Digits 


The eight patients with true sixth 
fingers (Fig 11) had congenital le- 
sions excised between the second day 
and 47th year of life. Five patients 
were female; five had bilateral super- 
numerary digits. The oldest patient 
had a true sixth finger on the right 
and a nubbin on the left; there was no 
history of prior treatment. The ten 
true supernumerary fingers contained 
phalanges and other structures nor- 
mally present in digits. Nerves were 
observed but were not hyperplastic. 
In the specimens removed before 1 
month of age, Wagner-Meissner 
bodies could not be identified, but in 


those removed at age 4 months or 
more, they were present in a few of 
the papillae on the volar tip of the 
finger. 


Comment 


The lesions from the nine patients 
with so-called rudimentary supernu- 
merary fingers in whom there was a 
history of ligation or destruction dif- 
fered in no way from the four without 
such history. In one patient, it seems 
especially unlikely that treatment 
had been carried out and forgotten, 
since a well-formed true supernumer- 
ary digit was still present on the op- 
posite hand. Similarly, only one of the 
five patients in a previous report! of 
"rudimentary polydactyly" admitted 
to prior treatment; no difference was 
noted histologically between this pa- 
tient and the other four. The striking 
histopathologic features in the pres- 
ent and previously reported cases are 
the marked neural proliferation in 
the dermis and the large number of 
Wagner-Meissner bodies in the papil- 
lae. Traumatic neuromas of the fin- 
gers unrelated to true supernumer- 
ary digits showed a similar picture. 
Thus so-called rudimentary supernu- 
merary digits apparently represent 
traumatic neuromas, secondary to 
the postnatal destruction or presuma- 
bly autoamputation of fingers in 
utero. The histopathologic findings in 
true supernumerary digits— whether 
removed in the first days of life or 
many years later, were similar to 
those in normal fingers; there was no 
proliferation of neural tissue. 


Figure 2 was supplied by Anthony C. Cipolla- 
ro, MD, and Vincent A. Cipollaro, MD. Figure 8 
was contributed by George L. Popkin, MD, and 
Sheldon J. Brodie, MD. 
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Oral Cavity Pyogenic Granuloma 


James J. Leyden, MD, George H. Master, MD, Philadelphia 


Pyogenic granuloma is not an uncommon 
oral cavity lesion. Fifty cases are summa- 
rized and compared with previous series. 
Such pyogenic granulomas often grow rap- 
idly, ulcerate, and can be misdiagnosed as 
a malignancy. Local factors such as gingi- 
vitis, trauma from dentures, and systemic 
factors such as the effects of pregnancy 
were frequently associated. Surgical exci- 
sion is curative. 


pee granuloma is a benign, 
soft tissue tumor arising from 
the connective tissue of the skin or 
mucous membranes. The history of 
the terminology of this familiar tu- 
mor is extensive and rather confus- 
ing. Poncet and Dor! first described 
this lesion in man and since it resem- 
bled a previously described botryomy- 
cosis occurring in castrated horses, 
they proposed the term "human bot- 
ryomycosis.” Hartzell? then intro- 
duced the widely accepted term “py- 
ogenic granuloma" again indicating a 
belief that an infective process was 
involved. The frequent appearance of 
this lesion during pregnancy led to 
terms such as pregnancy tumors?? 
and epulis gravidarum.'? Other au- 
thors proposed terms that reflect the 
histological findings; namely, granu- 
loma telangiectatum'! and heman- 
giomatous granuloma.'® Despite this 
confusing nomenclatural history, 
pyogenic granuloma remains a famil- 
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iar tumor to dermatologists because 
of its characteristic morphology. This 
tumor also frequently occurs in the 
oral cavity and is as familiar to the 
oral surgeon as the cutaneous variety 
is to the dermatologist. In the oral 
cavity, these lesions tend to grow rap- 
idly and may achieve rather frighten- 
ing sizes and suggest a malignant 
process. This tendency for rapid 
growth increases the importance of 
proper clinical diagnosis. In this re- 
port, we summarize our findings in 50 
patients with oral cavity pyogenic 
granuloma. 


Clinical Data 


Patients were gathered from the 
Dermatology and Oral Surgery Clin- 
ics of the Hospital of the University of 
Pennsylvania and the routine diag- 
nostic material submitted to the De- 
partment of Oral Pathology of the 
University of Pennsylvania. In a two- 
year period, a total of 50 cases were 
identified. Criteria for inclusion in 
this study included description of the 


Fig 1.— Elevated erythematous, friable gingi- 
val tumor present for two months in a pregnant 
woman. Excision of this lesion was curative. 





size and location of all lesions with 
histological confirmation in all 50 
cases. 


Clinical Findings 


Pyogenic granuloma presents as an 
elevated, erythematous lesion with a 
smooth surface. Àn occasional large 





with an ulcerated surface. Tumor grew to its 
size (3 cm in diameter) in a four-month period 
and was suspected to be a malignancy. Excision 
was curative. 


Fig 3.—Alveolar bone resorption from a large 
pyogenic granuloma. 
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Fig 4.—Age distribution of 50 cases (upper graph) compared with 604 
previously reported cases (lower graph) in which the age of patients was 


available. 
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Fig 6.— Usual histological picture of endothelial proliferation with formation of vascular spaces 
with a variable cellular infiltrate (Rematoxylin-eosin, x 130). 


lesion was lobulated. Most are some- 
what pedunculated while others are 
sessile. Tumor consistency varied 
with the age of the lesion; the older 
the lesion, the firmer the consistency. 
Ulceration was a frequent finding 
(eight out of 50 cases) Tumor size 
varied from 0.5 cm in diameter up to 
4 cm, with a mean of 1.1 cm. Growth 
rate is rapid with most tumors reach- 
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ing maximum size in a few weeks 
time (Fig 1 and 2). Both sexes are 
affected, but the incidence was great- 
er in women (70%). No racial tend- 
ency was found. Large, longstanding 
tumors can show resorption of alveo- 
lar bone (Fig 3). 


Age Distribution 


More than 60% occurred in patients 





Buccal  Palate 
Mucosa 


Fig 5.— Distribution of location of 50 cases (open bar); 808 previously 
reported cases (striped bar). 


Lips Tongue 


under age 50 (Fig 4). Patients above 
50 years had a high rate of ill-fitting 
dentures (eight out of 15); the 20 to 30 
age group contained eight of the nine 
pregnant women. Previous series 
have likewise indicated a tendency 
for these lesions to occur in young 
adults with the peak occurring in the 
20-to 30-year age group (Fig 4). 


Location and Duration 


Figure 5 summarizes the distribu- 
tion according to location and com- 
pares this series with previously re- 
ported cases. The gingiva is by far the 
most commonly involved site (75%). 
The upper gingiva is more frequently 
involved than the lower gingiva, with 
the facial side more commonly affect- 
ed than the palatal or lingual mu- 
cosa. The lips, tongue, palate, and 
buccal mucosa are involved in de- 
scending order. The floor of the mouth 
was not affected in any of our patients 
or in previous reports. The duration 
of the lesions varied from three weeks 
to one year with a mean of four 
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months. Previous reports in the den- 
tal literature have stressed the fre- 
quency of involvement of the gingiva. 
Bhaskar! found 73% involving the 
gingiva, Kerr 6095,* and Angelopou- 
los 4895.15 In all large series, the up- 
per gingiva is by far the most com- 
mon site of involvement. 


Possible Initiating Factors 


Out of 35 women, nine were preg- 
nant and gave no history of trauma. 
A history of trauma was obtained in 
eight patients with dentures and a 
total of 11 other patients (a total of 19 
out of 50). Poor oral hygiene with 
chronic gingivitis was noted in sever- 
al patients. 


Response to Treatment 


Excision was the method of treat- 
ment employed in all 50 cases. There 
were three recurrences: two were in 
pregnant women and repeat excision 
was curative; the other was a sessile- 
based lesion, which also was cured by 
a second excision. None of the large 
ulcerated tumors recurred. These 
larger lesions tended to be peduncu- 
lated and excision was thus facilitat- 
ed. 


Histopathology 


All cases showed circumscribed 
areas of endothelial proliferation and 
formation of vascular spaces (Fig 6). 
Many lesions showed a tendency for 
the overlying epithelium to cuff the 
lesion. Eight lesions demonstrated 
ulceration of the surface with a heavy 
infiltrate of neutrophils in the areas 
of ulceration. Fibroblastic prolifera- 
tion was present in all cases and was 
most pronounced in the long-standing 
tumors. Frequent areas of fibrosis 
were seen in the older tumors (Fig 6). 
Cellular infiltrates varied in density 
and consisted of polymorphonuclear 
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leukocytes and lymphocytes inter- 
spersed throughout the dermis. 


Comment 


Oral cavity pyogenic granuloma is 
a relatively common tumor account- 
ing for approximately 1.5% to 2% of 
all biopsied, oral cavity lesions." Se- 
ries which included both cutaneous 


and oral lesions indicate that the 


relative frequencies were about 
equal!9?9 The tendency for aggres- 
sive tumor growth with ulceration 
and at times the associated alveolar 
bone resorption can be misleading to 
one who is unfamiliar with this tumor 
and can lead to a diagnosis of malig- 
nancy. Recognition of this tumor is 
important then if unnecessary patient 
alarm is to be avoided. The morpholo- 
gy and location of the tumor are dis- 
tinctive aids in arriving at a correct 
clinical diagnosis. An erythematous 
tumor of rubbery to firm consistency 
arising from the gingiva is character- 
istic of pyogenic granuloma. Lip and 
tongue lesions are morphologically 
similar enough to the cutaneous vari- 
ety that diagnosis is readily made. 
Palate lesions are frequently associ- 
ated with ill-fitting dentures and lo- 
calized pain. 

While the precise cause of this 
tumor is unknown, trauma appears to 
be a prime factor. In our series, ex- 
cluding the pregnant women (19 out 
of 41), patients had a history of preex- 
isting trauma or local irritation. 

Endocrine factors also appear to be 
of importance; nine out of 35 women 
in our series developed the tumor 
while pregnant and this association 
has been frequently noted in the past. 
The end result of local factors such as 
trauma, infection, and systemic endo- 
crine factors is an excessive endoth- 
elial proliferation giving rise to a pic- 
ture of an exuberant granulation tis- 


sue. Response to treatment follows a 
similar course as the cutaneous vari- 
ety. Tumors associated with pregnan- 
cy tend to involute after delivery, and 
excision, if total, is curative. Lesions 
inadequately excised will recur. 
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Senile Purpura 


Richard J. Feinstein, MD; Kenneth M. Halprin, MD; 
Neal S. Penneys, MD; J. Richard Taylor, MD; Joel Schenkman, Miami, Fla 


We studied senile purpura in 18 male 
subjects by calculating a half-life for intra- 
dermally injected autologous red blood 
cells (RBC) which had been labelled with 
sodium chromate Cr 51. There was no dif- 
ference in half-life between the dorsal arm 
and ventral arm in elderly subjects who had 
spontaneous purpura on their dorsal arms. 
We found no difference between RBC half- 
life in older subjects and younger ones. The 
rate of removal was not altered by occlu- 
sion with tapes, ultraviolet light-induced 
erythema, or ingestion of bromelains. His- 
tologic studies on biopsy specimens of in- 
duced purpuric lesions showed similar 
findings in both the older and the younger 
subjects. i 


urpuric lesions are common on 

the extensor surface of forearms 
and hands in elderly people. These 
lesions were first described and 
named senile purpura by Bateman in 
1836.! Despite their frequency, they 
have rarely been investigated. In 
1951, Tattersall and Seville exam- 
ined 60 geriatric patients with senile 
purpura. They found lesions only in 
skin that histologically had senile 
degeneration.? They postulated that 
poorly supported cutaneous vessels 
were torn by shearing injuries that 
resulted in purpura. Their patients 
had no hematologic or other systemic 
disease. Then years later Shuster and 
Scarborough studied 51 patients with 
senile purpura.? They observed that 
individual lesions last from one to 
three weeks. These authors concluded 
that lesions of senile purpura last 
longer than lesions of other types of 
purpura and do not illustrate the typ- 
ical color changes of resolving pur- 
puric lesions; presumably because of 
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a poor inflammatory reaction to the 
blood in these areas. In order to verify 
and extend these previous studies we 
artificially induced purpura in men 
with and without senile purpura and 
studied the gross morphologic and 
histologic findings, and removal rate 
of radioactively tagged red blood cells 
(RBC). In addition, several pro- 
cedures designed to change the rate of 
removal were studied. 


Methods 


Eighteen men, hospitalized at the Vet- 
erans Administration Hospital in Miami, 
Florida, were studied. Nine men with le- 
sions of senile purpura had a mean age of 
78. Nine other men who had no purpura 
had a mean age of 48. Sodium chromate Cr 
51 (Chromotope, 55.1 microcurie/mg) was 
added to venous blood collected in a hepa- 
rinized tube (final specific activity, 50 mi- 
crocurie/ml) and incubated at 25 C for one 
hour. One hundred milligrams of ascorbic 
acid was added and the blood centrifuged 
for four minutes. The cells were separated 
from the plasma and washed four times 
with sterile saline. Àn aliquot of cells was 
removed and hemolyzed by adding sterile 
water and freeze-thawing. Purpura was 
induced in each subject by injection of his 
own erythrocytes. 

Our study consisted of three different 
types of observation: 

In the first part of the study, we wished 
to determine if the rate of removal of in- 
jected labelled erythrocytes was different 
from normal in skin chronically exposed to 
sunlight. A set of three 10-cm circles was 
drawn on the ventral forearm, on the dor- 
sal forearm, and on the lower abdomen of 
three subjects (Fig 1) Labelled erythro- 
cytes, 0.2 ml, 0.2 ml of hemolyzed labelled 
erythrocytes, and 0.2 ml of sterile saline 
(containing 50 microcurie/ml of sodium 
chromate Cr 51) were injected into sepa- 
rate circles at each location. Radioactivity 
was monitored with a nuclear scintillation 
counter equipped with a probe 10 cm in 
diameter and 12.5 cm long, containing a 
5X5X5 cm sodium iodide crystal. The 
probe was pressed gently against the skin 
over each circle and counts were taken for 
one minute at 12- to 24-hour intervals for 
15 days (Fig 2). Counts were corrected for 
background emissions, which were ob- 


tained by counting uninvolved skin of the 
chest. The results were plotted on semilog 
paper as percent activity remaining vs 
time. A computer was used to calculate 
linear regressions and half-life in hours. 
Labelled RBC (0.2 ml) were injected into 
the skin of the dorsal arm and the contra- 
lateral ventral arm of seven elderly pa- 
tients and we calculated the RBC half-life 
for each location, as described previously. 
All these men had lesions of senile pur- 
pura only on the dorsal arm. 

The second part of the study was to de- 
termine if changes in the rate of removal 
of !Cr-labelled RBC could be produced by 
using orally administered bromelains 
(Ananase), flurandrenolide (Cordran tape), 
and ultraviolet light-induced erythema. 
Washed, tagged RBC (0.2 ml) were inject- 
ed intradermally into the ventral forearm 
of four patients and radioactivity moni- 
tored for ten days. The same patients then 
received a second injection of 0.2 ml of 
washed, tagged RBC and also were given 
bromelains, 100,000 units orally every six 
hours for five days. Daily counts were 
again taken and compared in each subject 
to his pretreatment counts. 

In four patients, RBC removal rates 


Fig 1. — Three circles of 10-cm diameter were 
drawn at each location. Each circle had an in- 
tradermal injection of either 0.2 ml tagged 
RBC, 0.2 mi hemolyzed tagged red cells, or 0.2 
ml of saline and 5'Cr. 





1, Tagged RBC 
2, Tagged RBC, Hemolyzed Before Injection 
3, *Cr-Tagged Saline 
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intradermally injected Blood 





Fig 2.—A 10-cm diameter probe pressed over 
drawn circle and counts were taken each day. 


were determined from three injection sites 
on the forearm, which were covered with 
flurandrenolide (4ug/5g cm), and again 
covered with hypoallergenic surgical tape, 
or left unoccluded as control (Fig 3). The 
tape was removed daily prior to counting, 
and new tape reapplied after counting. 
Counts were taken daily for ten days. 

In one patient, two forearm sites were 
injected with 0.2 ml of labelled RBC. The 
most distal site was exposed for two min- 
utes to an ultraviolet light source 30 
inches away. Exposures were made 24 and 
96 hours after injection. Counts were tak- 
en over each site daily for ten days. (With 
this light source, the minimum exposure 
necessary to produce erythema at 12 hours 
[minimum erythema dose] is 30 seconds at 
30 inches from the skin surface.) 

In the last part of our study, 0.2 ml of 
nontagged autologous whole blood was 
injected intradermally into four sites on 
the back and four sites on the dorsal arm 
of an elderly patient and a younger pa- 
tient. Serial 4-mm punch biopsy speci- 
mens were taken at two, five, seven, and 
10 days after injection from separate injec- 
tion sites, from both locations. The speci- 
mens were fixed in formaldehyde solution 
(Formalin), paraffin embedded, cut in 54 
sections, stained with anilin blue or hema- 
toxylin-eosin, and examined under a light 
microscope. Groups were analyzed statisti- 
cally with the Student t test. 


Results 


Plotting the percent of initial activ- 
ity as a function of time on semiloga- 
rithmie paper produces a biphasic 
curve with a rapid loss of activity in 
the first 48 to 72 hours, and a more 
gradual loss after 72 hours (Fig 3). 

The half-life of tagged RBC was the 
same for the dorsal arm, ventral arm, 
and abdominal skin (Table 1). The 
half-life of hemolyzed RBC was short- 
er in the first 72 hours following 
injection, but the same after 72 hours 
when compared to the half-life of 
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Fig 3.— Graph showing percent of activity remaining vs hours on semilogarithmic paper. All three 
graphs, tagged cells, hemolyzed tagged cells, and sodium chromate Cr 51 in saline show biphasic 


curve. Natural decay for *!Cr is shown. 


nonhemolyzed cells. The haif-life of 
saline with added Cr was the same 
as intact cells (Table 2). In elderly 
patients the half-life of RBC injected 
into the dorsal arm was the same as 
for the ventral arm (Table 3). The 
half-life of RBC injected into the ven- 
tral forearm was the same in the nine 
elderly patients with spontaneous 
purpura, as in the nine younger pa- 
tients without purpura (Table 4). 

The ingestion of bromelains, occlu- 
sion with tape, occlusion flurandren- 
olide, and ultraviolet light-induced 
erythema, did not alter the rate of 
removal of labelled RBC (Tables 5 
and 6). 

The only significant difference in 
biopsy specimens taken from the back 
and dorsal forearm was marked solar 
elastotic change in the connective tis- 
sue in those biopsies taken from the 
dorsal arm of the elderly subject. 
There was no difference in the ap- 
pearance of the injected RBC in the 
biopsy specimens from the elderly or 
younger subject. In biopsy specimens 
taken two and five days after injec- 


tion, aggregates of RBC in the dermis 
and individual RBC in the epidermis 
and subcutaneous fat could be seen. 
In biopsy specimens taken on the sev- 
enth day, fewer RBC were seen and 
many appeared to have abnormal 
shapes. Ten days after injection only 
a few RBC were seen. Anilin blue 
stains the RBC bright red making 
them easily detectable, whereas 
hematoxylin-eosin stains RBC and 
collagen a similar color making their 
detection difficult. We saw no RBC 
within mononuclear or polymorpho- 
nuclear cells, nor did we see any in- 
flammatory reaction in the biopsy 
specimens. 


Comment 


Previous investigators have based 
their conclusions regarding the dura- 
tion of spontaneous and induced pur- 
puric lesions primarily upon clinical 
observations. We employed radioac- 
tively labelled RBC to obtain an 
objective answer to the same ques- 
tion. Is senile purpura associated 
with a decreased rate of removal of 
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Table 1.— Half-Life of Sodium Chromate 
Cr 51-Labelled RBC Injected into Dorsal 
Arm, Ventral Arm, or Skin of Lower 
Abdomen 


First After 
72 Hours 72 Hours 


36 (25-45)? 215 (212-219) 


Location 





Dorsal 
arm 


Ventral 
arm 


Abdomen 32 (29-33) 325 (297-349) 
P value >3 >3 





52 (29-79) 283 (263-303) 











*Numbers in parentheses show the range. 


Table 3.— Half-life of Sodium Chromate 
; Cr 51-Labelled RBC* 


‘First 72 Hours After 72 Hours 
157 (49-2590 222 (162-265) 


Location 


Dorsal 
arm 


Ventral 
arm 


P value 








90 (45-171) 187 (118-266) 





2.3 253 





*|njections were made into the dorsal and 
ventral arm of the older patients. 
tNumbers in parentheses show range. 


Table 4. — Comparing the Half-life of 
Sodium Chromate Cr 51-Labelled RBC 
Injected into Patients with Senile 
Purpura and Patients Without 
Spontaneous Purpura* 


First 72 Hours After 72 Hours 
31 (20-49)f 184 (119-263) 
184 (118-266) 


Group 
Young 
Old 80 (44-171) 
P value >3 >.3 














*Injections were made into the ventral arm 
of nine older patients with senile purpura and 
in nine younger ones without lesions of spon- 
taneous purpura. 

Numbers in parentheses show range. 


extravascular RBC, as compared to 
the rate of removal from non-sun- 
exposed areas from the same patient 
and from similar areas in younger 
patients? We found the removal rates 
to be similar using sodium chromate 
Cr 51-labelled RBC. Sodium chromate 
Cr 51 has been used to tag RBC as a 
reliable and safe way to study RBC 
survival time. The hexavalent chro- 
mate ion enters the RBC and attaches 
to the beta chain of the globin portion 
of the hemoglobin molecule.* Ascorbic 
acid reduces chromate to chromic 
(Cr*® to Cr+?) which prevents further 
tagging and allows removal of residu- 
al isotope. A small amount of *'Cr 
elutes from within the RBC in the 
first 24 to 48 hours, but elution is less 
than 1% per day after this period.* 
Elution may have contributed to 
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Table 2.— Half-Life for Labelled RBC, Hemolyzed Labelled Cells, and Sodium 


Chromate Cr 51 in Saline 


Substance Injected 


First 72 Hours After 72 Hours 





Sodium chromate Cr 51 in saline 


53 (43-65)* 213 (163-260) 





Labelled cells 


40 (25-79) 274 (212-349) 





Hemolyzed cells 


32 (17-30) 325 (131-423) 





P value 


*Numbers in parentheses show range. 








Table 5.— Half-life of Intradermally Injected Labelled RBC* 


Hemolyzed cells vs cells «.02 2.3 
Sodium chromate Cr 51 22 2.3 
in saline vs cells 






























Location First 72 Hours After 72 Hours 
Flurandrenolide 41(35-44) 232(164-300) 
Unoccluded 30(25-40) 178(153-202) 
Hypoallergenic 36(28-62) 197(183-210) 

surgical tape 
P value 2.2 >.2 





*Sites were either occluded with flurandrenolide or hypoallergenic surgical tape or left unoc- 
cluded. 
TNumbers in parentheses show range. 


Table 6.— Half-life of Cr 51-Labelled 
RBC Before and After Bromelain 
Ingestion 


Study 


Time First 72 Hours After 72 Hours 





Before 32 (20-49)* 178 (153-202) 
After 51 (35-70) 231 (164-290) 
P value -.1 >1 











*Numbers in parentheses show range. 


the more rapid decline in activity 
observed during the first 72 hours, 
but it is more likely that this was 
caused by the faster removal of 
tagged hemoglobin from those cells 
that had been hemolyzed during proc- 
essing and injection. The half-life for 
hemolyzed cells was faster during the 
first 72 hours than for intact cells, 
and also represents the faster remov- 
al of free hemoglobin. Our histologic 
studies confirm the *!Cr studies, that 
many RBC appear to be lysing during 
the first several days. Red blood cells 
apparently cannot maintain their 
structure in the extravascular milieu 
and lyse. After 72 hours, the half- 
lives for injected hemolyzed and in- 
tact cells were the same. 

The injection of sodium chromate 
Cr 51 in saline was performed to see 
what happens to free reactive chro- 
mate when injected into the skin. The 
half-life values obtained from this 
study probably represent the binding 
of the free chromate to local proteins, 
within cells such as epithelial cells 


and fibroblasts, and to dermal noncel- 
lular proteins. The results from the 
free sodium chromate Cr 51 injections 
actually have no relevance to the sit- 
uation where the chromate is tightly 
bound to hemoglobin within RBC 
prior to injection. In the latter situa- 
tion the decrease in radioactivity de- 
tectable at the skin surface is a func- 
tion of isotope removal, either in in- 
tact cells or following their lysis, as 
well as the natural decay of ?'Cr, 
which has a half-life of only 26 days. 
The decay of *'Cr was not accounted 
for in our calculations since we 
sought only relative values when 
comparing groups in each experimen- 
tal situation. The decay slope for in- 
jected intact cells approaches the 
slope for the natural decay of *!Cr af- 
ter six days, and the *'Cr emissions 
after this time may represent the 
natural decay of locally fixed ?'Cr af- 
ter the tagged hemoglobin has been 
removed from the area. . 

There are two generally accepted 
explanations for the increased num- 
ber of purpuric lesions on sun-ex- 
posed areas in elderly people, which 
have only one difference. One sug- 
gests that chronic actinic damage 
decreases the necessary connective 
tissue support of cutaneous vessels, 
allowing them to be damaged more 
easily. An alternative theory includes 
the additional observation that once 
present, individual purpuric lesions 
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remain for longer periods of time be- 
cause of the decreased or inadequate 
inflammatory response to the extra- 
vascular RBC. We were unable to 
detect any difference in the rate of 
removal of extravascular blood in 
young as compared to elderly sub- 


jects, and in sun exposed as compared . 


to nonsun-exposed areas. Our histo- 
logical findings, although limited in 
number, support our observations 
using the radionuclide. There was no 
detectable change in the rate of re- 
moval of injected RBC in areas that 
were treated with plastic tape, medi- 
cated tape, or in areas where erythe- 
ma was produced with ultraviolet 
light. If bromelains do have any 
chemical effect in traumatic injury as 
suggested by several authors, it is 
probably not related to the rate of 
removal of extravascular RBC. 

We were interested in the fate of 
RBC once they leave the circulation. 
Although our anilin blue-stained tis- 
sue specimens contained many RBC 
immediately following injection, they 
gradually disappeared with time. We 
were unable to determine what hap- 
pens to them. Phagocytosis of extra- 
vasated RBC by leukocytes and mac- 
rophages occurs when the erythro- 
cyte membrane contains antibody 
and may be the pathologic mecha- 
nism in the autoerythrocyte sensiti- 
zation syndrome." There were no RBC 
seen within other cells or in the proc- 
ess of being phagocytized. 

Qur inability to determine the fate 
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of RBC is not unique. Although 3 mil- 
lion RBC are being destroyed every 
minute in the human body, Harris 
states that "upon close analysis it is 
not possible to give a satisfactory ac- 
counting of the final steps in the mech- 
anism of erythrocyte destruction — 
just what happens to the cell at this 
point of it's dissolution.” Tagged RBC 
(0.2 ml) containing 107 cells were 
injected, yet they slowly disappeared 
from view on serial biopsy without 
giving any clue to the exact mecha- 
nism of their removal. 

In general, extravascular RBC are 
destroyed in the spleen, liver, and 
bone marrow.9 Very little data are 
available about the fate of extravas- 
cular blood in the skin, and perhaps it 
is handled similarly to these other 
organs. If extravascular hemolysis is 
rapid, free hemoglobin will appear in 
the general circulation and produce 
hemoglobinemia. Most of the hemo- 
globin released by lysis of the RBC is 
taken into macrophages and degrad- 
ed to biliverdin and finally bilirubin.5 
Globin is degraded to free amino ac- 
ids within the macrophages, and the 
chromic ion is released and excreted 
in the urine. Iron is returned to the 
marrow by transferrin.*?? 

Autologous blood is not coated by 
foreign antibody and does not serve 
as a chemotactic stimulus for inflam- 
matory cells The macropahges in- 
volved in hemoglobin degradation in 
the skin are probably those normally 
present. Although degradation of 


hemoglobin occurs within tissue 
macrophages, we could not deter- 
mine if these macrophages ingest 
intact RBC or the free hemoglobin 
released by lysis of extravasated ex- 
tracellular erythrocytes. 

Senile purpura occurs when poorly 
supported vessels are torn by minor 
trauma to the skin. The lesions do not 
last longer than purpuric lesions of 
younger subjects or purpuric lesions 
from unexposed areas. The mecha- 
nism for removal of these RBC is the 
same for elderly and younger sub- 
jects, and involves lysis of cells and 
ingestion of the free hemoglobin by 
macrophages. These mononuclear 
cells then degrade the hemoglobin 
and aid in its removal from the skin. 
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Griseofulvin in the Prevention of 
Experimental Human Dermatophytosis 


Alfred M. Allen, MD, MPH; Jeffrey H. Reinhardt, PhD; William A. Akers, MD; 
Douglas Gunnison, MS, Presidio of San Francisco 


The efficacy of griseofulvin administered 
to prevent experimentally induced inflam- 
matory dermatophytosis was assessed in a 
randomized, double-blind trial involving six 
drug-treated and six placebo-treated sub- 
jects. Volunteers were challenged with a 
standard inoculum of spores from a zoo- 
philic (granular) strain of Trichophyton, 
mentagrophytes. One-gram doses of mi- 
cronized griseofulvin daily provided signifi- 
cant protection against the development of 
florid inflammatory lesions (P «.01), but 
did not prevent minimal signs of infection 
from appearing in five of six drug-treated 
subjects. No lesions developed where heat- 
killed spores had been placed. Serial cul- 
tures of the ankle challenge sites were pos- 
itive seven times less often in the griseoful- 
vin-treated subjects than in the controls 
(P «.001). After stopping medication, in- 
flammatory lesions developed in three of 
the drug-treated subjects, but in none of 
the placebo-treated subjects. 


emarkable advances have been 
made in the treatment of ring- 
worm infections in recent years, but 
there has been little progress in de- 
veloping methods of prevention. The 
lack of effective prophylactic meas- 
ures was strikingly evident in the 
experience of US military forces in 
Vietnam, where the prevalence of 
inflammatory tinea corporis often 
exceeded 50% in ground combat units 
during the rainy season.'? 
Efforts to explore the possibility 
that griseofulvin may be effective in 
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prevention as well as in treatment of 
dermatophytosis began more than 15 
years ago. Early studies** showed 
that prophylactic doses of griseoful- 
vin prevented development of lesions 
in animals inoculated with fungal 
Spores, but no protective effect was 
demonstrated in similar investi- 
gations*$ involving human subjects. 
More recently, pilot studies" and field 
trials"? that were conducted in Viet- 
nam have provided evidence that 
prophylactic griseofulvin can be ef- 
fective in humans as well. However, 
the validity of the evidence is open to 
serious question because of the many 
uncontrolled variables introduced as 
a consequence of conducting the 
studies in a combat environment. 

The present investigation was un- 
dertaken to determine whether the 
positive results of the studies in Viet- 
nam could be confirmed under rigor- 
ously controlled experimental condi- 
tions. Accordingly, a' randomized, 
double-blind trial comparing griseo- 
fulvin to placebo was carried out in 
volunteers challenged with a virulent 
strain of Trichophyton meniagro- 
phytes var granulare isolated from an 
American soldier in Vietnam. The 
model infection had previously been 
shown to be consistently reproducible 
and to create lesions that were virtu- 
ally identical to those seen in troops 
in Southeast Asia (J. H. Reinhardt, 
A. M. Allen, unpublished data). 


Materials and Methods 


Subjects. —Twelve healthy, consenting 
young white men took part in the study. 
None had a history of dermatophytosis, 
and none had overt evidence of infection at 
the start of the investigation. 

Design of Trial.—The trial compared 
a group of men given griseofulvin with a 
control group given indistinguishable pla- 
cebos under double-blind conditions. Sub- 
jects were allocated at random to one of 
two six-man treatment groups. Following 
baseline mycologic studies, the subjects 


were given prophylactic medication for 
two weeks and then challenged with 
spores. The response to challenge was 
monitored by periodic physical examina- 


- tion and culture. Prophylactic medication 


was discontinued 16 days postchallenge, 
and subjects were followed up for 75 days 
thereafter. 

Medications.—Experimental medica- 
tions consisted of micronized griseofulvin 
in 0.5 gm tablets and identical appearing 
and tasting lactose placebo. Two tablets (1 
gm) were given daily. To ensure that med- 
ications were being taken as prescribed, 
individual dóses were dispensed from vials 
bearing each subject’s code number, and 
the subjects were observed to swallow the 
tablets. The drug code was not broken un- 
til the final dose had been given. 

Challenge. — The challenge consisted of 
a standard inoculum of spores from a zoo- 
philic (granular) strain of T mentagro- 
phytes that was isolated from an inflam- 
matory lesion on an American soldier in 
Vietnam (American Type Culture Collec- 
tion No. 18, 748). Stock cultures were pre- 
pared from a monospore isolate. Spores 
were prepared for inoculation by a method 
to be described separately (J. H. Rein- 
hardt, A. M. Allen, unpublished data). 
Inocula consisted of 1,000,000 (109) spores 
suspended in 1 ml of normal saline. Spore 
suspensions were placed on 5 X 5 cem gauze 
pledgets, applied to the ankle skin 5 em 
superior to the medial malleolus (right or 
left ankle chosen at random), and covered 
with an occlusive layer of polyethylene 
film for four days (96 hours). An equal vol- 
ume of heat-killed spores was placed on 
the opposite ankles in like manner as a 
control. Spore patches were removed and 
challenge sites were left exposed after the 
fourth day. 

Evaluation of Response. —'The effica- 
cy of griseofulvin was determined by com- 
paring the clinical severity of infection in 
the drug-treated group with that in the 
control group. In order to maintain an 
unvarying diagnostic standard, all clinical 
assessments were made by a single observ- 
er. Assessments were based on judgments 
concerning the characteristics (severity) of 
each of six physical signs: erythema, in- 
duration, vesiculation, ulceration, exu- 
date, and follicular involvement. Signs 
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Fig 2.—Clinical severity of experimental T mentagrophytes infections in 
placebo and griseofulvin-treated groups. 
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Fig 3. — Effect of prophylactic griseofulvin on induced zoophilic 7 mentagrophytes infections, 17 


days postchallenge. Left, Control (subject 1). Right, Treated (subject 9). 


were graded on a scale from 0 to 3: 0, not 
present; l, mild; 2, moderate; and 3, se- 
vere. Lesion scores for individual subjects 
were computed by summing the numerical 
values that were assigned to each of the 
six physical signs at any given evaluation. 
Mean lesion scores for each treatment 
group were derived by averaging the indi- 
vidual lesion scores assigned to the men in 
the group at any given evaluation. 
Cultures.— Baseline mycologic studies 
consisted of two parts: (1) culture of the 
fourth toeweb of each foot to obtain an 
index of resident fungal flora; and (2) cul- 
ture of the ankle skin to rule out the possi- 
bility that fungi other than those used in 
the inoculum might be present at the chal- 
lenge sites. After challenge, the inoculated 
areas were cultured periodically to deter- 
mine the effect of medication on recovery 
of dermatophytes. All skin scrapings were 
cultured on Dermatophyte Test Medium 
(DTM” that was prepared in our labora- 
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tory, and results were evaluated within 14 
days. 


Results 


The trial was conducted concur- 
rently in all 12 subjects during May 
1970, when mean daily temperatures 
in San Francisco ranged from 14 to 16 
C. The study design and chronology 
are outlined in Fig 1. 

The results of the trial are summa- 
rized in Fig 2. Lesion scores and re- 
sults of culture for individual subjects 
appear in the Table. 

Signs and Symptoms. — Signs of 
infection developed at the ankle chal- 
lenge sites in five of the six griseoful- 
vin-treated subjects and in all six 
controls within seven days of spore 
inoculation. However, with the sole 
exception of the day that the spore 


T | T T EX. Aro — i FE 
111416 22 25 29 32 36 43 91 
Days Postinoculation of Spores 


patches were removed, the infections 
in the griseofulvin-treated group 
were far less severe than those in the 
placebo-treated group. 

Of the six control subjects, five 
(83%) developed infections that be- 
came moderately to markedly in- 
flamed. Itching and burning sensa- 
tions were intense and often were 
sufficient to cause loss of sleep at 
night. Inflammation spread to cover 
the entire area that was originally 
overlain by the occlusive spore patch- 
es. Erythema, induration, and follicu- 
lar involvement were especially 
prominent features in all cases. Ve- 
siculation, ulceration, and serous ooz- 
ing occurred only in the most severely 
inflamed lesions. 

In the griseofulvin-treated group, 
on the other hand, only one (1796) of 
the six volunteers developed an infec- 
tion of more than minimal severity, 
and this was short-lived. Typical le- 
sions in the drug-treated group con- 
sisted of minimal erythema and in- 
duration that was confined to a dime- 
sized patch of skin. 

An example of the difference in le- 
sions between control and griseoful- 
vin-treated groups is shown in Fig 3. 

Scores indicating the severity of 
the inflammatory response were as- 
signed on six different occasions 
while prophylactic medication was 
being given. Mean lesion scores (Fig 
2) were significantly lower in the gris- 
eofulvin-treated group than in the 
control group on four of the six occa- 
sions (days 9, 11, 14, and 16) (P < .01, 
Wilcoxon rank-sum test), and were 
significantly lower for the period of 
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prophylaxis as a whole (P < .01, Wil- 
coxon rank-sum test). 

No lesions developed in either 
treatment group at the control sites 
on the opposite ankles where heat- 
killed spores had been placed. 

Cultures.—Baseline cultures re- 
vealed no evidence of inapparent 
mycotic infection of the ankle skin 
prior to challenge with spores. One 
man in each treatment group had cul- 
ture-positive fourth toewebs: anthro- 
pophilic (downy) T' mentagrophytes 
was recovered from subject 5 in the 
control group and T' rubrum was iso- 
lated from subject 11 in the griseoful- 
vin-treated group. 

Serial cultures of the challenge 
sites that were performed subsequent 
to spore inoculation revealed dif- 
ferences between control and drug- 
treated groups that were as striking 
as those found on clinical examina- 
tion. Of 24 cultures performed in each 
group, 21 (87.5%) were positive in the 
untreated controls, while only three 
(12.596) were positive in the men giv- 
en griseofulvin (P « .001, £ test). 

Follow-Up Studies.—At the end 


of the trial, three men in the control. 


group and one man in the drug- 
treated group requested griseofulvin 
for therapy of their lesions. All 12 
subjects continued to be monitored for 
75 days thereafter (Fig 2 and Table). 
Three men in the griseofulvin- 
treated group developed moderately 
inflamed, culture-positive infections 
at the challenge sites within four 
weeks of the final dose of prophylactic 
medication. None of the three had le- 
sions or positive cultures at the time 
that prophylactic medication was 
stopped. Included was one man 
(subject 10) who had no clinical or 
cultural evidence of infection at any 
time prior to discontinuation of medi- 
cation. Each responded promptly to a 
second course of griseofulvin. None of 
the men in the control group devel- 
oped similar delayed-onset infections. 
In the control group, lesions in the 
three men who were not given griseo- 
fulvin for therapy healed sponta- 
neously within three months of onset. 
Side  Effects.—Symptoms that 
were associated with medication oc- 
curred in five of the griseofulvin- 
treated subjects and in three of the 
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Lesion Scores and Results of Culture for Individual Subjects* 
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*Lesion scores represent the sum of values assigned for each of six physical signs (erythema, 
induration, vesicularion, ulceration, exudate, and follicular involvement) graded on the scale O 
for none, 1 for slight, 2 for moderate, and 3 for severe. Cultures not done on days 0, 4, 14, 29, and 
32. NA indicates subject not available; +, positive culture; —, negative culture; (G), start of griseo- 
fulvin for treatment. 

+Prophylactic medication stopped after the 16th day. 


controls. Headache was significantly 
more common in men given griseoful- 
vin (five of six) than in those given 
placebo (one of six) (P < .05, Fisher 
exact test) Gastrointestinal symp- 
toms (nausea and loose stools) oc- 
curred in two men in the drug-treated 
group but in none of the controls. 
Symptoms referable to the central 
nervous system (CNS) occurred in 
two men in each treatment group. 

Although the number of subjects 
with CNS symptoms was the same in 
both groups, the symptoms were 
qualitatively different in each. In the 
control group, one man complained of 
a brief, generalized tingling sensa- 
tion and the other of a mild, tempo- 
rary loss of equilibrium. In the griseo- 
fulvin-treated group, on the other 
hand, both men complained of a pecu- 
liar, ill-defined sense of disorienta- 
tion that seemed to interfere with the 
coordination and judgment required 
to properly operate complex labora- 
tory instruments. 

All of the these effects were of short 


duration, and none lasted beyond the 
first three days of medication. 


Comment 


Prophylactic griseofulvin was used 
extensively in Vietnam in the hope of 
preventing dermatophytosis among 
infantrymen at high risk to severe 
and often disabling infections. De- 
spite its widespread use, the value of 
this regimen was never unequivocal- 
ly establisbed, the principal reason 
being that objective evidence of effi- 
cacy was difficult to obtain under 
combat conditions. Although more 
than a dozen trials"? of prophylactic 
griseofulvin were carried out in the 
Mekong Delta between 1967 and 
1970, all were inconclusive because of 
inadequacies in experimental design. 
Most of the studies* claimed a major 
reduction in expected incidence of 
infection, but others^$ showed either 
a modest decrease, or even none at all. 

The principal deficiencies of the 
trials in Vietnam included nonran- 
dom treatment allocation, absence of 
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double-blind conditions, inequalities 
in environmental exposure between 
control and drug-treated groups, and 
loss of a substantial proportion of sub- 
jects from the studies prior to their 
completion. In short, bias factors 
were not adequately controlled. Ex- 
cept for two studies** demonstrating 
protection in experimentally infected 
animals, the present investigation 
provides the first evidence of the 
efficacy of prophylactic griseofulvin 
that is based on a well designed and 
well controlled trial. 

In contrast to our study, two pre- 
vious studies®* involving experimen- 
tally infected human subjects failed 
to demonstrate a significant prophy- 
lactic effect of griseofulvin. The rea- 
sons for the differences in results are 
not entirely clear, but in one in- 
stance, at least, failure to demon- 
strate efficacy can be attributed to 
stopping medication on the day the 
subjects were inoculated with spores. 
This explanation is supported by 
studies*!? in both animals and hu- 
mans, which have shown that the 
skin is devoid of the antifungal effects 
of griseofulvin within three days of 
the last dose. 

Recent investigations have sug- 
gested that the protective effect of 
griseofulvin may be of even shorter 
duration than previously believed. 
Using a refined technique for measur- 
ing griseofulvin levels in the stratum 


corneum, Epstein et al!! have shown ` 


that skin levels of this antibiotic drop 
precipitously during the first 24 
hours after medication is stopped and 
are no longer detectable by the end of 
the second day. The same work has 
shown that griseofulvin reaches the 
skin much faster than previously be- 
lieved; consequently, it is probably 
unnecessary to begin administering 
griseofulvin more than one week 
prior to challenge. 

An unexpected feature of the pres- 
ent study was the appearance of mini- 
mal yet definite signs of infection in 
all but one of the six volunteers to 

-whom prophylactic griseofulvin had 
been given. This response was entire- 
ly contrary to expectations that were 
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based on the previously mentioned 
studies* in animals and the trials? in 
Vietnam. Possible explanations for 
this phenomenon include the size of 


_ the inoculum, which undoubtedly 


was greatly in excess of that which 
would be encountered under natural 
conditions, the immunological status 
of the experimental subjects, and the 
length of time the challenge sites 
remained occluded, which was appre- 
ciably longer than the average con- 
tinuous exposure to occlusive condi- 
tions in Vietnam. It is not unlikely, 
therefore, that with a less virulent, 
more natural form of challenge, the 
prophylactic effect of griseofulvin 
would have been even more impres- 
sive than in the present trial. 

Another feature of note was the 
appearance of inflammatory lesions 
in half of the drug-treated subjects 
within a few weeks after medication 
was discontinued. Similar delayed- 
onset infections also occurred in a 
study? involving experimentally in- 
fected cattle. These observations not 
only demonstrate the temporary na- 
ture of the protection afforded by this 
means of prophylaxis, but also raise 
the interesting possibility that even 
under natural conditions administra- 
tion of griseofulvin may do no more 
than delay the onset of infection until 
after medication is stopped. 

Although not directly related to 
efficacy, the question of side effects 
must obviously be considered in any 
decisions regarding the use of prophy- 
lactic medication. No serious or long 
lasting side effects became apparent 
in the present study, but the nature 
and frequency of those that did occur 
were disturbing and clearly were not 
consistent with the generally ino- 
cuous reputation of griseofulvin. 
These observations suggest the rele- 
vancy of further inquiry, particularly 
in regard to neurotoxicity. 

The positive results of this trial 
have not resolved entirely the ques- 
tion regarding the value of prophylac- 
tic griseofulvin in a natural setting. 
Since the trial was conducted in a cool 
climate and under laboratory condi- 
tions, any conclusions regarding 


efficacy are limited to these condi- 
tions and cannot.be readily applied to 
infections arising in a different envi- 
ronment, such as an underdeveloped 
area in the tropics. Important ques- 
tions remain to be answered, particu- 
larly those relating to the possible 
griseofulvin-leaching effects of heavy 
sweating or prolonged immersion in 
water.^!! Additional trials employing 
the model infection system are war- 
ranted to assess the prophylactic 
efficacy of griseofulvin in a hot and 
wet tropical environment. 


Griseofulvin and placebo were supplied by 
William Cornett, MD, McNeil Laboratories, Inc., 
Fort Washington, Pa. 


Nonproprietary Name and 
Trademarks of Drug 


Griseofulvin —Grisactin; Fulvicin U/F; 


Grifulvin V; Grisowen. 
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Topical Steroid-Antibiotic Combinations 


Assay of Use in Experimentally Induced Human Infections 


Richard R. Marples, BM, MSc, MRCPath; Alfredo Rebora, MD; Albert M. Kligman, MD, PhD, Philadelphia 


Whether antibiotics should be combined 
with topical steroids in the treatment of 
chronic dermatoses is a question that is 
extraordinarily difficult to answer. The al- 
ternative proposed in this study is apprais- 
al of efficacy in experimental human infec- 
tion with Staphylococcus aureus and 
Candida albicans. With a broad spectrum 
steroid-antibiotic combination containing 
triamcinolone acetonide, neomycin grami- 
cidin, and nystatin, it was possible to show 
that omission of any one component de- 
creased the effectiveness of the mixture. 
The steroid by itself suppressed the experi- 
mental lesion without influencing the multi- 
plication of the pathogen. 


hether drugs should be offered 

in combinations is currently 
the subject of a serious debate. What- 
ever the pros and cons, the issue re- 
duces, in the last analysis, to estab- 
lishing proof that each component in 
the combination contributes to its 
efficacy. This holds for topical as well 
as for oral combinations. Logistically, 
one will be required to show that the 
omission of any component will de- 
crease effectiveness or, if there are 
only two ingredients, the pair must 
have greater therapeutic capabilities 
than either one alone. 

These objectives are more easily 
stated than accomplished, especially 
when one is dealing with steroid-an- 
tibiotic combinations that ameliorate 
rather than cure. To undertake such 
an analysis in the clinical setting is 
beset with difficulties. Patients with 
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the same disease are not homogen- 
ous, nor are their complaints. To as- 
certain that the agent is being used in 
the specified fashion is often impossi- 
ble. Double-blind studies entail addi- 
tional complexities imposing formi- 
dable time and work expenditures. 
Statisticians may impose require- 
ments that are virtually unfeasible 
economically. 

Academicians tend to be antagonis- 
tic to steroid-antibiotic combinations; 
practicing physicians have registered 
their opinion in the market place. 
Combinations are there very strongly 
endorsed. Are these used so exten- 
sively because they relieve the anxie- 
ty of the prescriber or because they 
really are superior? 

Because deciding between these 
alternatives is so important, we have 
turned to experimental models for 
objective data. 

In this paper it is our purpose to 
present the models and to illustrate 
the results with a product that enjoys 
a major share of the combination 
market ( Mycolog). This test agent isa 
particularly good example for analy- 
sis because it has been designed to 
provide broad coverage for diverse 
clinical contingencies. 


Methods 


Subjects.— The subjects were young, 
adult prison volunteers. They were judged 
to be in good health by examination, 
history, and normal values for the follow- 
ing laboratory tests: complete blood cell 
count, serum glutamic oxaloacetic trans- 
aminase, blood urea nitrogen, fasting 
blood glucose, and urinalysis. 

Materials.— The test materials were 
comprised of the following: (1) complete 
formulation, 0.1% triamcinolone aceton- 
ide, 100,000 units/gm nystatin, 0.25% 
neomycin, and 0.25 % gramicidin (Mycolog 
Cream); (2) triamcinolone acetonide, 0.1%, 
in the cream base (Kenalog Cream); (3) 


nystatin cream, 100,000 units/gm (My- 
costatin Cream); (4) neomycin, 0.025%, 
and gramicidin, 0.025%  (Spectrocin 
Cream); (5) triamcinolone acetonide, 0.1%, 
neomycin, 0.25%, and gramicidin, 0.025 % 
(Kenalog S); and (6) a cream base. 

Experimental Models. — Staphylococ- 
cus aureus Znfections.— The method for 
inducing cutaneous S aureus infection has 
been previously described. Six 2-cm 
squares were marked out on the volar sur- 
faces of the forearms, three per forearm, in 
13 volunteers. After delimiting the square 
with adhesive tape the horny layer was 
removed down to the "glistening layer" 
with cellophane tape (Scotch Tape). The 
stripped sites were left exposed for the 
next 24 hours. 

The inoculum was prepared by diluting 
hundredfold a "just hazy" saline suspen- 
sion of a strain of S aureus sensitive to the 
ordinary antibiotics. A volume of 104l 
was applied to each square with a capil- 
lary micropipet. An occlusive dressing was 
immediately applied, consisting of a 2-cm 
square of plastic film (Saran Wrap) and 
overlapping strips of cloth-backed adhe- 
sive tape. Six hours later the bandages 
were removed and approximately 30 mg of 
cream delivered to each site directly from 
the tube. This quantity amply covered the 
surface when spread out under a 2-cm 
square plastic film. The occlusive dressing 
was then reapplied for another 18 hours. 
One site received no treatment. The 
creams were coded according to the dou- 
ble-blind format and the sites randomized 
in each subject. 

The effect of treatment was evaluated in 
three ways: (1) Quantitative bacteriologi- 
cal analysis with the detergent-scrub tech- 
nique was done to estimate the density of 
S aureus? (2) Cytologic analysis was done 
on the exudate by pressing a glass slide to 
the under surface of the plastic film. The 
quantity of neutrophils was estimated on a 
0 to 4 scale in which 0 signified virtual 
absence of leukocytes and 4 solid massing. 
(3) Clinical severity was assessed on a 0 to 
4 scale in which the highest value repre- 
sented purulent erosion and the lowest 
merely the effect of stripping, comparable 
to an uninoculated site. 
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Table 1.—Effect of Antibiotic-Steroid Combinations on S aureus Infections* 





















Density of No Recovery Mean Clinical Mean Cytologic 
Treatment S aureus (13 Sites) Score Score 
Triamcinolone, neomycin, 15,000 7 0.77 1.08 
nystatin, gramicidin 
Triamcinolone, 80,000 10 0.85 0.92 
neomycin, gramicidin 
Neomycin-gramicidin 20,000 | 8 1:15 L17 
Triamcinolone 40 million 1 2.15] 2.33 
Cream base 24 million 0 ced 2] 
Untreated 25 million | 3.00 3.31 


















*Brackets surround means which are not significantly different. 


Table 2.— Effect of Antibiotic-Steroid Combinations on C albicans Infections 
(Inoculum 104) 


Density of 


Treatment C albicans 


Mean Clinical 
Score 


No Recovery 
(20 Sites) 





Triamcinolone, nystatin, 


neomycin, gramicidin 


20 





Nystatin 


20 





Triamcinolone 





Cream base 








Untreated 


Candida albicans Infections.—This pro- 
cedure has been detailed previously.* A 
suspension of freshly grown C albicans 
cells was made in saline solution and 
counted in a hemocytometer. Appropriate 
dilutions were made to provide inocula 
containing 10?, 10*, and 105 cells per 10ul. 

Twenty 2-cm squares were marked out 
in 20 volunteers in five columns of four 
sites on the forearms, three on one fore- 
arm, two on the other. In each column, one 
site received no inoculum, one 10°, one 10%, 
and one 10° C albicans in 10ul volumes 
from capillary pipets. Approximately 30 
mg of cream was then delivered to each 
site which was immediately covered with 
a 2-cm square of plastic film and sealed 
occlusively to the skin for 24 hours under 
adhesive tape. Coded treatments were 
applied in a randomized fashion. The sites 
in one column received no cream and 
served as a nontreatment control for each 
dilution. The antibacterial formulations 
were not studied in this yeast infection. 
The sites were sampled at 24 hours by the 
detergent-scrub technique to determine 
the density of C albicans. In an additional 
24 hours (48 hours postinoculation), the 
severity of the infection was assessed on 
the following scale: 0, no lesion; +, 1 to 5 
vesicles; ++, 5 to 20 vesiculopustules; 
+++, dense pustules; ++++, suppura- 
tive bullae; +++ + +, erosions. 

Microbiological Methods. — These fol- 
lowed our published procedures.'* To 
sample the site, a glass cylinder was held 
to the skin and the surface was rubbed 
with 1 ml of phosphate-buffered detergent 
(0.1% octylphenoxy  polyethoxyethanol 
{Triton X-100]) with a blunted Teflon 
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scrubber. Two such washes were pooled 
from which serial tenfold dilutions in de- 
tergent were made.” Drops were placed on 
trypticase soy agar with and without 
lecithin and polysorbate 80 to estimate 
total numbers of aerobes. Polymyxin- 
tetrazolium medium was used for S aureus 
and Mycosel and Sabouraud dextrose 
agars for C albicans. The plates were incu- 
bated for 48 hours. 


Results 


Staphylococcus aureus Infections. 
— The results are shown in Table 1. 
The severity of the reaction was the 
same whether judged clinically or 
by examination of the exudate. The 
untreated sites were, as expected, the 
worst. Although the cream base did 
not interfere with the growth of 
S aureus, the inflammatory reaction 
was somewhat less than in untreated 
sites. The steroid alone clearly mod- 
erated the lesion, even though the 
multiplication of S aureus was not 
impeded, the count being 40 mil- 
lion sq cm compared to 25 million 
sq cm in the control site. With neomy- 
cin-gramicidin, the count fell drasti- 
cally to an average of 20,000/sq cm. 
No S aureus could be recovered in 
eight of 13 sites. Formulations con- 
taining these antibiotics were always 
associated with very low counts and 
the infections were correspondingly 
mild. The organism did not survive at 
all in 25 ofthe 39 sites receiving anti- 


biotics alone or in combination. The 
addition of triamcinolone to the anti- 
biotics almost completely suppressed 
the signs of infection. As expected the 
presence of nystatin (the complete 
formulation) did not change this out- 
come. 

Candida albicans Infections.— 
The results obtained with the 10? in- 
oculum will illustrate the effects of 
the various combinations (Table 2). 
In this case, the presence of nystatin 
eradicated the test organism com- 
pletely; naturally no lesions devel- 
oped. Again there was a modest clini- 
cal improvement with the cream base 
alone despite a somewhat greater 
growth of C albicans. With steroid 
alone, the density of C albicans was 
identical to that of the untreated site, 
yet the severity of the pustular reac- 
tion was greatly diminished. The 
complete formulation was, of course, 
no more effective than nystatin alone, 
the pathogen having been killed in 
both instances. The pattern was very 
much the same with the other inocu- 
la; C albicans density and the sever- 
ity of the lesions in untreated sites 
was greatest with 10° and least with 
10*. 


Comment 


It will be well to state explicitly the 
problem that stimulated this investi- 
gation: should antibiotics be added to 
topical steroid combinations? The 
question appears naive for the an- 
swer seems so obvious — yes, if infec- 
tion is present. Why does the question 
arise and why should we be at such 
pains to validate the obvious? 

It must be made clear that the issue 
before us is not whether steroids 
should be added to antibiotics. No 
dispute arises in that connection. 
Primary infections, such as furuncles 
and impetigo, should be treated by 
antibiotics alone. To perceive the 
source of the debate, one has to un- 
derstand the realities confronting 
physicians in general practice. Ster- 
oids are prescribed for almost every 
eruption that has lasted for more 
than a week or so. Steroids often sup- 
press the inflammatory reaction and 
so bring apparent relief. We must 
then inquire how often dermatoses 
are complicated by infection? The lit- 
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erature supplies no answer; further, 
there is no agreement on diagnostic 
criteria. Though neomycin is a power- 
ful and extensively used antibiotic, 
its value in any kind of human skin 
infection, primary or secondary, has 
not been proved. Absence of proof is 
not equatable with absence of effec- 
tiveness. That such proof has not 
been forthcoming exemplifies the 
prodigious complexities of appraising 
antibacterial efficacy clinically. In 
regard to whether neomycin should 
be combined with corticosteroids, 
there are several studies that reach 
quite opposite conclusions. Only 
two recent investigations contain 
enough bacteriologic data to merit 
critical review. Both argue that ster- 
oids containing neomycin are no bet- 
ter than the steroid alone. 

Lloyd treated patients with "infect- 
ed” dermatoses either with 0.025% 
fluocinolone acetonide or the same 
material containing 0.5% neomycin.’ 
Healing was the same in both groups. 
This, like all such studies, was com- 
plicated by the heterogeneity of the 
diseases being treated, viz, eczema- 
tous dermatitis, contact dermatitis, 
nummular eczema, and dyshidrotic 
eczema. Moreover, S aureus was re- 
covered from only 75% of the group 
before treatment with neomycin was 
started; evidently 2596 were not truly 
infected since no virulent organism 
was recovered. Nevertheless, with 
neomycin, 47% of those harboring S 
aureus became culturally negative in 
two weeks, this happened in only 15% 
of the cases treated with steroids 
alone. Davis and his co-workers com- 
pared 0.1% dexamethasone to 0.1% 
dexamethasone combined with 0.5% 
neomycin.’ They treated comparable 
lesions on opposite sides of the same 
patient and could not discern a differ- 
ence in the rate of clinical healing. 
They too recovered S aureus in only 
about three quarters of the “infected” 
dermatoses. The organism was eradi- 
cated in only about a third of these, as 
often on one side as the other. This 
study is flawed by use of the paired 
comparison technique. We have 
shown that topical application of po- 
tent antibacterial substances such as 
neomycin to one side will suppress S 
aureus about equally well on the op- 


Arch Dermatol/Vol 108, Aug 1973 


posite side.* With repeated daily ap- 
plications, there is enough transloca- 
tion of the drug over the body surface 
to degerm distant untreated areas. 
Davis et alë were in effect applying 
neomycin to both sides. 

Our view is that quantitative bac- 
teriologic analysis is obligatory for 
estimating antibacterial effects. We 
have proposed quantitative rather 
than clinical criteria for diagnosing 
secondary infections." We commonly 
find S aureus densities of greater 
than 1.0 X 10°/sq cm in infected der- 
matoses. If 99.9% of these were killed 
by the antibiotic, numerous colonies 
would still be recovered. In such an 
instance data like those mentioned 
previously, which merely show the 
percentage of persons no longer har- 
boring the organism, would not show 
that the result was just short of total 
eradication. We have already empha- 
sized the difficulties of recognizing 
when a lesion is secondarily infected. 
When classical signs of infection, 
such as suppuration, pain, edema, 
and crusting, are missing, quantifica- 
tion is indispensable. We found, for 
instance, a 95% carriage rate of S 
aureus in apparently uninfected le- 
sions of atopic dermatitis, the num- 
bers exceeded 0.5 x 105/sq cm in about 
half the cases." When the counts 
were high, oral or topical antibiotics 
alone brought about immediate 
though limited improvement. Polano 
and DeVries? probably were able to 
show that a steroid-neomycin combi- 
nation was more effective than ster- 
oid alone because they evaluated 
solely atopic dermatitis. Clinicians 
often begin the treatment of atopic 
dermatitis with antibiotic therapy 
whether or not the lesions seem in- 
fected. 

The clinician has no reliable way to 
differentiate infection from simple 
colonization; he, therefore, seeks se- 
curity in combinations that will cover 
the most likely possibilities. This di- 
lemma does not itself constitute a 
sufficient raison d'étre for combina- 
tions. Sound proof is required by reg- 
ulating agencies and by medical ear- 
nestness. As we have seen, it is excep- 
tionally difficult to prove the worth of 
combinations in treating chronic 
dermatoses. An obvious recourse is to 


use models. We use humans because 
animal infections are not at all com- 
parable. The hazard is exceedingly 
small with these highly localized le- 
sions that can be terminated abruptly 
at will; this usually involves nothing 
more than removing the bandage. In 
only a couple of instances among 
hundreds have we thought the lesion 
severe enough to warrant oral admin- 
istration of antibiotics. 

To determine whether the models 
are relevant and useful, it will be 
helpful to examine the results in 
some detail. As a paradigm, we se- 
lected a steroid combination with the 
broadest antimicrobial spectrum 
(Mycolog). The various components of 
this product are available in separate 
marketed formulations. This facili- 
tates the evaluation of each ingredi- 
ent, pairs of ingredients, and the en- 
semble. 

Firstly, the cream base had some 
moderating effect; this cannot be at- 
tributed to antibacterial activity 
since S aureus grew well. The likely 
explanation is that the base absorbed 
some of the toxin produced by the 
pathogen. It is the diffusion of these 
toxins into the skin that creates the 
inflammatory reaction; invasion of 
living tissue does not occur. 

An interesting bit of intelligence 
was derived from the effect of steroid 
alone. No one doubts that steroids can 
potentiate systemic infections. There 
is no evidence that this occurs topical- 
ly. In contrast to deep tissue infec- 
tions where interference with mobili- 
zation of leukocytes might be disas- 
trous, the topical steroid suppressed 
the lesion but did not encourage the 
growth of the pathogen. Indeed by 
lessening the serous exudate, steroids 
can be expected to aid the restoration 
of the normal microflora. This is why 
steroids used alone will often be bene- 
ficial in infected dermatoses. 

With the antibiotics alone (gram- 
icidin-neomycin), S aureus was 
totally eliminated in eight of 13 inoc- 
ulations. When killing was incom- 
plete, the densities were very low, 
averaging 20,000/sq cm compared to 
control values of 25 million/sq cm. 
Accordingly, the infections were 
mild. The count, of course, was very 
low with the combination of the ster- 
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oid and the antimicrobial antibiotics. 
Here too the severity of the reactions 
in sites where S aureus survived was 
clearly lessened by the steroid. The 
combination was therefore the best. 

Turning to the C albicans model, 
the cream base again had some mod- 
erating effect for the same reason. 
Likewise, triamcinolone suppressed 
the eruption without decreasing the 
C albicans population, a pure expres- 
sion of the anti-inflammatory effect. 
Whenever nystatin was present, the 
yeast was eradicated and lesions to- 
tally prevented. 

We think these results can be ex- 
trapolated to the clinical situation 
with the following provisos. The anti- 
biotic will not be important unless a 
high density of pathogens is aggra- 
vating the underlying disease. It 
should be reemphasized that the phy- 
sician will be treating diverse skin 
diseases, often undiagnosed or mis- 
diagnosed. Only a fraction of these 
will be secondarily infected sensu 
stricto. When the underlying disease 
is atopic dermatitis, pathogens will 
often be contributing to the patho- 
logic process; this will hold true for 
chronic eczematous disease of diverse 
causes also. On the other hand, only 
about 50% of psoriatics harbor sizea- 
ble numbers of pathogens! and the 
combination will usually not be ap- 
preciably better than the steroid by 
itself. Moniliasis often mimics chron- 
ic eczema and especially seborrheic 
dermatitis; here the combinations 
will sometimes be helpful when Can- 
dida is a culprit. i 

The idea of polypharmacy is odious 
to some but seems reasonable to 
others. The image of “shotgun” thera- 
py raises the question of doing harm 
by shooting everything in sight. The 
record so far seems to indicate that 
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steroids are not only hazardous in 
infected dermatoses, but by suppress- 
ing inflammation they bring about a 
more rapid restoration of the normal 
microflora. The latter are the first 
line of defense against the intrusion 
of alien organisms. These views do 
not constitute an endorsement for the 
thoughtless use òf steroids. 

We think combinations would be 
justified even if these were to be dis- 
pensed exclusively by skin special- 
ists. The dermatologist simply cannot 
undertake a bacteriologic analysis of 


every case, nor can he always estab- ° 


lish a clear diagnosis. He too must 
seek security in broad coverage. A 
principle which we urge is to start 
treatment with the combination and 
then switch to the steroid alone after 
about five days in order to avoid su- 
perinfections by other organisms 
which may be natively resistant to 
the antibiotic. : 

Finally, there is an important as- 
pect of the problem that opponents of 
combinations scarcely ever mention. 
This has to do with the public health 
aspects of dermatitic skin colonized 
by pathogens. Dispersal from skin is 
a major source of hospital infections 
and point source epidemics. Huge 
numbers of S aureus are cast out into 
the environment on keratinized squa- 
mae establishing carrier status in 
some individuals and  infecting 
others. Fatal S aureus epidemics orig- 
inating from chronically inflamed 
skin are a matter of record.” Since 
steroids are the most common pre- 
scription for every kind of dermatitic 
skin disorder, the presence of an anti- 
biotic would reduce the carriage rate 
to a very low level. A final judgement 
must depend upon evidence of clinical 
efficacy. It is reasonable to require 
that an antibiotic combination be 


capable of accomplishing the virtual 
reduction of pathogens in chronically 
inflamed skin. In atopics, quantita- 
tive bacteriologic studies done before 
and after a four- or five-day course of 
applications two or three times a day 
would constitute an adequate test of 
this capability. 


This study was supported by the US Army 
Medical Research and Development Command, 
Department of the Army, under research con- 
tract DADA 17-71-C-1009. 

E. R. Squibb & Sons supplied the drugs used in 


this study. 
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Antibodies Against 
the Cytoplasm of 
Human Epidermal Cells 


Jean-Claude Bystryn, MD; Elizabeth Abel, MD; 


Abraham Weidman, MD, New York 


Antibodies against the cytoplasm of 
normal human epidermal cells were found 
in 4 of 23 (17%) normal persons, 12 of 
57 (21%) patients with various derma- 
toses, 11 of 34 (32%) patients with malig- 
nant tumors, and 3 of 11 (27%) patients 
with malignant melanoma. These anti- 
bodies react against several different cyto- 
plasmic antigens, some of which appear 
to be tissue- and species-specific, while 
others may also be present in heterologous 
stratified epithelial or smooth muscle cells. 


Pec may develop against 
several components of normal 
human skin, including the intercellu- 
lar space of the epidermis,'* the der- 
mal-epidermal junction," and the 
dermal and epidermal cell's nuclei.* 
The detection of these antibodies is 
useful in the diagnosis and evalua- 
tion of bullous and collagen diseases. 

We are now reporting the occur- 
rence of antibodies directed against 
antigens that are present in the cyto- 
plasm of normal epidermal cells. 
These antibodies appear in presuma- 
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bly normal persons and in patients 
with various dermatoses, but are par- 
ticularly common in patients with 
malignant tumors. 


Materials and Methods 


Sera.—Sera were collected from four 
different groups of persons: (1) 23 appar- 
ently normal persons undergoing preem- 
ployment physical examinations; (2) 57 
patients with various dermatoses, (3) 34 
patients with malignant tumors in various 
organs; and (4) 11 patients with malignant 
melanoma. In all patients with malignant 
tumors, the clinical diagnosis was con- 
firmed by biopsy. 

The sera were stored at —20 C, and di- 
luted 1:5 in phosphate buffered saline 
(PBS), pH 7.3, for antibody assays. 

Antisera. — Fluorescein-labeled goat 
antihuman Ig conjugate (Hyland Co.) was 
used. This conjugate was directed against 
H and L chains and reacted specifically to 
human IgG and IgM by immunoelec- 
trophoresis. The protein concentration 
was 24 mg/ml; the antibody content, 1.6 
mg/ml; the fluorescein isothiocyanate 
(FITC), 0.166 mg/ml; and the fluorescein 
to protein ratio, 6.9 mg/gm. For use, the 
conjugate was diluted 1:32 in phosphate- 
buffered normal saline (PBS) containing 
4% bovine serum albumin. This dilution 
was determined by chessboard titrations 
and the measurement of specific antibody 
concentration by radial immunodiffusion.* 

Unlabeled antisera to immunoelec- 
trophoretically pure human IgG and IgM 
and rabbit IgG were prepared by weekly 
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Fig 1.—Appearance by indirect immunoflu- 
orescence of normal human skin reacted with 
normal human serum (original magnification 
x 440). 


Fig 3.—Blocking of binding of fluorescein-labeled conjugate to anti- 
cytoplasmic antibody. Left, Control demonstration of anticytoplasmic 





Fig 2.—Antibodies against cytoplasm of epidermal cells. Left, Low magnification. Right, High 
magnification. Bright green fluorescence, indicating localization of antibodies, is present only in 
cytoplasm. There is no reaction of antibody with intercellular space, basement zone, or nuclei of 
epidermal cells (original magnification x 440). 


/ 


antibodies in test serum. Center, Blocking of cytoplasmic fluorescence 


injections of separate goats with 0.5 mg of 
the respective immunoglobulins in com- 
plete Freund adjuvant. Serum was collect- 
ed after six to ten injections and was dem- 
onstrated to be specific for the immunizing 
antigen by immunoelectrophoresis. 

Substrate. — Normal human skin was 
obtained by punch biopsy and was imme- 
diately frozen in liquid nitrogen. The tis- 
sue was stored at —30 C for no longer than 
ten days and was cut into 4u- sections with 
a cryostat. 

Immunofluorescent Studies.— These 
were performed by standard techniques.*? 
Briefly, human skin sections were incu- 
bated for 30 minutes at room temperature 
with 0.2 ml of diluted human serum, 
washed for ten minutes in PBS, and incu- 
bated for 30 minutes with diluted goat 
antihuman Ig fluorescein-labeled conju- 
gate. The specimen was washed for 45 
minutes in PBS and covered with 0.2 ml 
mounting medium (Elvanol).'? The slides 
were examined with a binocular micro- 
scope (Zeiss) that was equipped with an 
mercury vapor lamp and FITC exciter and 
no. 50 barrier filters. 

Blocking Experiments. — Duplicate 
sections of human skin were incubated for 
30 minutes at room temperature with a 
1:5 dilution of human serum that was posi- 
tive for cytoplasmic fluorescence, washed 
for ten minutes in PBS, and incubated for 
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30 minutes with unlabeled goat antihu- 
man or goat antirabbit Ig serum. The spec- 
imens were then washed for ten minutes 
in PBS, incubated for 30 minutes with 
fluorescein-labeled goat antihuman Ig, 
washed for 45 minutes in PBS, and exam- 
ined as described previously. 
Results 


Reaction of Human Sera 
Against the Cytoplasm of Epider- 
mal Cells. —'The appearance by indi- 
rect immunofluorescence of normal 
skin reacted with normal human se- 
rum is seen in Fig 1. There is a diffuse 
greenish tinge to the dermal and epi- 
dermal tissues due to nonspecific 
binding of the conjugate. The stain- 
ing of epidermal cells is of the same 
intensity as that of dermal tissue. 

By contrast, the reaction of serum 
against the cytoplasm of epidermal 
cells is illustrated in Fig 2. At low 
magnification (Fig 2, left), the epider- 
mis fluoresces a bright green color. At 
higher magnification (Fig 2, right) 
the fluorescence is seen to be limited 
to the cytoplasm of epidermal cells. 
Nuclei and intercellular spaces ap- 
pear as dark unstained areas. The 
criteria for positive reactions against 


by goat antihuman lg. Right, Normal positive reaction with goat anti- 
rabbit Ig (original magnification x 440). 


epidermal cell cytoplasm were de- 
fined as follows: (1) fluorescence of 
epidermal cells that is distinctly 
brighter than that of dermal tissues, 
and (2) distinctly visible, nonfluoresc- 
ing nuclei and intercellular spaces in 
the epidermis. 

Frequency of Reactions. — Table 
1 summarizes the results of screening 
the sera of 125 persons for reactions 
against the cytoplasm of human epi- 
dermal cells. Positive reactions were 
found in 4 of 23 (1796) normal per- 
sons, 12 of 57 (21%) patients with 
various dermatoses, 11 of 34 (32%) 
patients with malignant tumors, and 
3 of 11 (27%) patients with malignant 
melanoma. Though positive reactions 
were present in all four groups, the 
incidence of reactions was almost 
twice as great in patients with cancer 
as in normal persons. The incidence 
of positive reactions in patients with 
melanoma was somewhat less than 
that of persons with cancer; in per- 
sons with various dermatoses, the 
incidence was slightly higher than in 
the normal group. The difference be- 
tween the incidence of positive reac- 
tions in normal persons and in pa- 
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Table 1.—Incidence of Epidermal Anticytoplasmic Antibodies in 125 Patients 


No. of 
Persons 
Diagnosis Tested 


Anticytoplasmic Antibodies 





% 





Normal 23 


Various 
dermatoses 57 


Cancer 34 














Melanoma 11 


Patients 
Tested 











Gastrointestinal tract 
Lung 





5 








Bladder 
Prostate 
Tongue 


Metastatic, primary 
site unknown 

















Liver 
Sarcoma 
Squamous cell skin 


tients with malignant tumors was 
statistically significant (P=.05 to 
.01). The level of anticytoplasmic 
antibodies was quantitated by titer- 
ing to an end point the serum of nor- 
mal persons and of patients with 
cancer giving positive reactions. The 
titer of the four positive sera in the 
normal group was 1:10 in one case 
and 1:20 in the other three. In pa- 
tients with cancer, the titer was 1:5 
in two of the nine sera tested, 1:10 in 
one, 1:20 in three, 1:40 in two, and 
1:80 in one. 

The incidence of positive reactions 
in various types of malignant tumors 
is seen in Table 2. Positive reactions 
were present in patients with cancers 
of different origin, indicating they are 
not specific for a particular type of 
tumor. The number of cases in each 
category is too small to determine 
whether significant differences in in- 
cidence occur with different malig- 
nancies. 

Nature of the Serum Factor 
Reacting Against the Cytoplasm 
of Epidermal Cells.— To determine 
the nature of the serum factor react- 
ing against the cytoplasm of epider- 
mal cells, blocking experiments were 
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conducted. Sections of human skin 
were incubated with serum that was 
positive for cytoplasmic fluorescence, 
and, after washing with PBS, reacted 
with goat antihuman Ig or goat anti- 
rabbit Ig serum. As can be seen in Fig 
3, the subsequent binding of fluores- 
cein-labeled goat antihuman Ig con- 
jugate was blocked by the antihuman 
Ig but not by the antirabbit Ig serum. 
This experiment establishes that the 
serum factor binding to epidermal 
cell cytoplasm is human immuno- 
globulin. 

Specificity of Anticytoplasmic 
Antibodies. — To determine the spec- 


Table 3.— Cross-Reactivity of Anticyto- 
plasmic Antibodies 


Positive Reactions 
Skin Specimens 


Patients 



































ificity of anticytoplasmic antibodies, 
a panel of nine different sera was re- 
acted against skin obtained from four 
different donors. As can be seen in 
Table 3, the sera reacted against 
homologous skin, suggesting that the 
antigen involved is similar in differ- 
ent persons. The different cross-reac- 
tion patterns that were obtained sug- 
gest that several different types of 
cytoplasmic antigens may be present. 
In the one case in which it was per- 
formed, the serum of a patient who 
was positive for anticytoplasmic anti- 
bodies reacted against his own epi- 
dermal cells. 

To determine tissue specificity, a 
panel of eight sera containing anticy- 
toplasmic antibodies was reacted 
against guinea pig esophagus and rat 
liver, stomach, kidney, and vascular 
tissue. As can be seen in Table 4, one 
serum reacted with the cytoplasm of 
stratified epithelial cells in guinea 
pig esophagus and two sera against 
the smooth muscle layer of arterioles. 
The results of this experiment sug- 
gest that one or more of the cyto- 
plasmic antigens of epidermal cells 


Table 4. — Tissue Specificity of Cytoplasmic Antibodies 


Positive Reactions 





Guinea 
Pig 


Patients 


Rat 





Esophagus 





Kidney 


Vascular 


Stomach (Smooth Muscle) 



































1 
4 
7 
8 
9 
6 
0 
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may also be present in the cytoplasm 
of cells of other tissues in mammals. 


Comment 


The results of this study indicate 
that antibodies reacting against anti- 
gens in the cytoplasm of normal 
human epidermal cells may be pres- 
ent in the circulation. 

The specificity for cytoplasmic anti- 
gens distinguishes these antibodies 
from those that are known to react 
against other components of human 
epidermis such as pemphigus, pem- 
phigoid, or antinuclear antibodies 
(ANA). The specificity for epidermal 
cells differentiates epidermal anticy- 
toplasmic antibodies from antibodies 
that react against cytoplasmic compo- 
nents of other tissues, such as the 
parietal cells of gastric mucosa in 
pernicious anemia,''! the mitochon- 
dria of stomach, kidney, and liver 
cells in biliary cirrhosis and lupoid 
hepatitis,'*^ and tumor cells in vari- 
ous malignancies.!*!* 

The antigens against which anticy- 
toplasmic antibodies react are a nor- 
mal component of adult epidermal 
cells. The different patterns of cross- 
reactivity, which were obtained when 
a panel of sera was reacted with sev- 
eral skin specimens, suggest that 
there are several immunologically 
distinct antigens. One or more of 
these antigens may also be present in 
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other mammalian species, since occa- 
sional reactions were noted against 
the cytoplasm of stratified epithelial 
cells in guinea pig esophagus or rat 
smooth muscle. We did not determine 
whether this represents the presence 
of shared antigens between these 
separate cells or the coincidental 
presence of different types of antibod- 
ies. Coincidence of epidermal and 
smooth muscle antibodies can be ex- 
pected since smooth muscle antibod- 
ies are also found with increased fre- 
quency in patients with malignant 
tumors.!? 

Anticytoplasmic antibodies are 
fairly common, having been found in 
approximately one of six normal per- 
sons, one out of five persons with vari- 
ous dermatoses, and in about one out 
of three persons with different types 
of cancer. It is of interest that anti- 
body reacting against epidermal cells’ 
cytoplasm has previously been de- 
scribed in a single patient with a ma- 
lignant tumor by P. Andersen in the 
round table conference on studies 
with labeled antibodies, Society of 
Investigative Dermatology Meeting, 
Atlantic City, April 27, 1972. Be- 
cause of the limited number of cancer 
patients, it was not possible to deter- 
mine whether differences in incidence 
occurred with different kinds of ma- 
lignancy. 

The widespread distribution of epi- 
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suggests that they may result from 
release of normally segregated epi- 
dermal cell antigens by diverse types 
of injury to the skin. The occurrence 
of this type of autoimmune phenome- 
non is supported by the finding of re- 
actions against the cytoplasm of au- 
tologous epidermal cells in the one 
case examined. The increased fre- 
quency of these antibodies in persons 
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and release of antigens by tumor 
cells, which are immunologically sim- 
ilar to normal constituents of epider- 
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As is true of most autoantibodies, 
the pathogenic significance of anticy- 
toplasmic antibodies still needs to be 
determined. It is possible that once 
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bodies aggravate and prolong tissue 
damage. Furthermore, the frequent 
occurrence of various dermatoses in 
patients with malignant tumors sug- 
gests that they may result from an 
immune response, of which anticyto- 
plasm antibodies would be one mani- 
festation, to antigenic determinants 
that are common to the tumor and 
skin. 
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Qn the following pages 

the makersof LIDEX' present 
the first ina new Series on topics 
of special dermatologic interest. 


THE SYSTEM 


What should a topical steroid give you? 
Maximum steroid release for effective control 
of itch and inflammation. 


That's exactly why we've made LIDEX' a system. 
A unique steroid/base system. 


The LIDEX^ bases are specifically designed to 
keep the steroid 100% dissolved. So the steroid 
goes on the lesion totally ready foraction. 


The LIDEX' System. Effective therapy for all 
steroid responsive disorders. 
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n general, when the subject of topical 
steroids comes up, the discussion centers 
around the active ingredient — the steroid 
itself. In fact, physicians and pharmacists 
often refer to a topical by the steroid it 
contains, rather than by the brand name. 
As a result, the expectation for therapeutic 
effectiveness becomes linked solely to 

the potency of the steroid. Actually, 
however, the topical's base plays an 
equally important role, as seen in the 
abstract at right. 
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n important aspect of topical cortico- 
steroid products is the rate at which the 
steroid is released, or made available 
for therapeutic action. Any steroid, even 
a highly potent one, can be rendered 
essentially ineffective if it is not re- 
leased from its base quickly and completely. The 
reason is that the release rate, penetration of the skin 
barrier, and in vivo response are interrelated. 


The release rate is affected by the design of the ve- 
hicle, or base. For example, the design of the base 
determines the percent of total steroid that can be 
dissolved in the base. This factor is most important 
because only the portion of the steroid that is dis- 
solved can be readily released. The undissolved, or 
crystallized, portion must first solubilize before it can 
exert its therapeutic effect. If the steroid is very slowly 
soluble, it may not dissolve fast enough to be effective. 


Ideally, the release should take place at the max- 
imum rate. To achieve this goal, the base must be 
designed so that 100% of the steroid is dissolved in 
the base. Moreover, this concentration of dissolved 
steroid should result in a saturated solution. If the base 
is oversaturated, some of the steroid will crystallize 
out; if the base is undersaturated, the extra base sol- 
vent will increase the affinity of the base for the steroid 
and will therefore slow the release rate. 


In accordance with these physical-chemical require- 
ments, two new bases, a cream and an ointment, have 
been designed to maximize the release of a new, very 
potent steroid — fluocinonide. Because the base plays 
as important a role in therapeutic effectiveness as the 
steroid, the fluocinonide cream and ointment are re- 
ferred to as steroid/base systems. 


he steroid fluocinonide was combined 
with many different bases, both creams 
and ointments, to develop these sys- 
tems. For each such steroid /base com- 
bination the steroid solubility was 
evaluated, the release rate was meas- 
ured, and the in vivo response was determined. 


The creams that were tested can be divided into two 
Sets. The first set is composed solely of one, Cream 
C. Cream C was a vanishing cream, which is mostly 
composed of water, so this cream had virtually no 
steroid-solubilizing capability. The other set included 
Creams A, B, and D. These all were variatons of a new 
cream base called FAPG® Cream. FAPG Cream may 
be described as a two-phase system. One phase solu- 
bilizes fluocinonide and the other phase is a solid 
matrix in which the solubilizer phase is dispersed. 


The steroid solubility was evaluated for each cream 
and expressed as a percent — the percent of total 
steroid dissolved in the base. The release rate was 
then evaluated by an in vitro method. 


In Fig. A, the cumulative release for each cream was 
plotted against time to obtain release curves for the 








different creams, and these curves were correlated 
to steroid solubility. As can be seen, the greater the 
percent of steroid dissolved in the base, the faster 


the steroid release. 
% DRUG 
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A CREAM B 


~ 68 
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1 2 3 4 5 6 T 
TIME (HOURS) 


To see if the in vitro release rates could be used to 
predict efficacy, vasoconstrictor tests were run on 
these four creams according to a modified Stoughton- 
McKenzie method. At 8, 24, and 32 hours after ap- 
plication of the creams, the application sites were 
checked and the percentagesof sites responding were 
recorded. These percentages were then totalled. 
(Since the choice of the time to record the response 
was arbitrary, the percent totals were taken to be the 
best measure of in vivo response.) In Table A, the 
percentage totals are correlated to steroid solubility 











and release rate for each cream. As shown, the in vivo 
response is proportional to steroid solubility and re- 
lease- rate; Cream D, with 100% solubility, has the 
highest total percent of sites responding. 





Five ointments were tested in a manner very similar 
to that described for the creams. Like the cream re- 
sults, the ointment results revealed a good correlation 
between percentage of steroid dissolved and per- 
centage of sites responding in the vasoconstrictor 
assay. 


The ointments also can be divided into two sets. The 
only ointment in the first set was Ointment A, which 
had no steroid solubilizer; consequently, essentially 
none of the fluocinonide was dissolved. In the other 
set were Ointments B through E. Although different 
from the cream two-phase system, the physical 
makeup of the ointment base also involves a steroid- 
solubilizer phase dispersed in a second phase. 


Although measurement of in vitro release from the 
ointment bases was not possible, the in vivo vasocon- 
strictor response was good, and it correlated with 
the percent of steroid dissolved, as shown in Table B. 
Again, the base with 100% of the steroid dissolved, 
Ointment E, showed the best in vivo response. 








CONCLUSION: Two new topical steroid systems have 
been developed, which combine fluocinonide, a new, 
potent steroid, with new concepts in bases. The bases, 
FAPG Cream and solubilized ointment, were designed 
by the application of basic physical-chemical prin- 
ciples controlling drug diffusion from topical vehicles. 
In vitro and in vivo tests were used to select steroid/ 
base systems providing maximal steroid bioavail- 
ability. | 











































TABLE A % DRUG TOTAL RELEASE TOTAL % SITES 
COMPARATIVE CREAM SOLUBILIZED AT 7 HOURS RESPONDING 
SOLUBILITY, IN y/em? (NON OCCLUDED) 
VITRO RELEASE, = 
AND IN VIVO C - 0.2 3.0 95 
RESPONSE FOR == 
CREAMS | 48 39.7 

54.4 
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SOLUBILITY, IN 


OINTMENT 


SOLUBILIZED 


TOTAL % SITES 
RESPONDING 
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Hypopigmentation 


and Sarcoidosis 


Chalmers E. Cornelius III, MD; Kenneth M. Stein, MD; 
William J. Hanshaw, MD; David A. Spott, MD, Philadelphia 


Sarcoidal granulomas were found in 
hypopigmented skin of four patients. Biop- 
sy of hypopigmented skin in patients in 
whom a diagnosis of sarcoid is suspected 
may be helpful in solving an often difficult 
diagnostic problem. 


he skin is a valuable marker in 
the diagnosis of sarcoidosis. 
Labow et al, in a series of 141 pa- 
tients with sarcoidosis, found that 
36% had skin manifestations.! Clini- 
cally, sarcoid eruptions can include 
papules, nodules, plaques, subcuta- 
neous lesions, and atrophic flat le- 
sions. Unusual psoriasiform, ulcera- 
tive?  erythrodermic? ichthyosis- 
like,* and verrucose forms? have been 
described. Mayock et al noted skin 
hypopigmentation in eight of 145 pa- 
tients with sarcoid.? There was, how- 
ever, no mention of morphologic find- 
ings, distribution, or histological 
analysis of the lesions. 
This communication extends the 
spectrum of sarcoid skin signs to in- 
clude hypomelanotic Iesions. 





Accepted for publication Jan 24, 1978. 

From the Department of Dermatology, Uni- 
versity of Pennsylvania School of Medicine, Phil- 
adelphia. 

Reprint requests to Duhring Laboratories, 
3600 Spruce St, Philadelphia 19104 (Dr. Corne- 
lius). 


Report of Cases 


Case 1. —In 1954, a diagnosis of sarcoid 
was made at the Hospital of the Universi- 
ty of Pennsylvania in a 33-year-old black 
woman who had episodes of anterior uvei- 
tis and arthritis. Chest x-ray films at that 
time disclosed hilar adenopathy. Despite 
steroid therapy, the patient has had a pro- 
gressive decrease in vision resulting from 
secondary glaucoma and focal retinal 
granulomas. Numerous hypopigmented 
macules and patches have appeared in the 
past seven years (Fig 1) Omne year ago, 
these depigmented areas have become 
indurated and developed eruptive papules 
and nodules (Fig 2). 

Physical examination in the spring of 
1972 showed an obese black woman with 
blindness in the right eye, bilateral cata- 
racts, and focal retinal granulomas. Her 
blood pressure was 160/90 mm Hg. Cuta- 
neous findings included black papular 
elements about the medial aspects of both 
upper eyelids and left nasal alae. Nodular 
lesions were present on the back. On her 
cheeks, arms, trunk, and legs, there were 
multiple circumscribed hypopigmented 
macules. Some of these lesions were indur- 
ated and had papular and nodular ele- 
ments. 

Extensive laboratory investigation re- 
vealed an elevated blood glucose value of 
155 mg/100 ml and an elevated y-globulin 
value of 1.86 gm/100 ml. A Kveim test was 
positive. A chest x-ray film disclosed right 
paratracheal and left hilar lymphadenop- 
athy with interstitial fibrosis. X-ray films 
of the hands showed that the proximal and 
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E 
Fig 1.—Hypopigmented macular lesion on 


arm. Biopsy specimen of these lesions showed 
underlying sarcoidal granulomas (case 1). 


middle phalanges of the fourth digit of the 
left hand had round lytic areas. 

Her treatment presently consists of tol- 
butamide, methyldopate hydrochloride, 
furosemide, and dexamethasone. Fluran- 
drenolide tape used on the exposed areas 
has resulted in flattening of the papular 
nodular elements after two months. The 
hypopigmentation has not been affected. 

Case 2.—In February 1961, a 45-year- 
old black man was admitted to the Phila- 
delphia Veterans Administration Hospital 
for evaluation of marked pedal edema of 
insidious onset and a one-week history of 
tenderness of the right upper quadrant of 
the abdomen, an increased abdominal 
girth, and shortness of breath on exertion. 

The past medical history revealed that 
the patient had been studied at the Be- 
thesda Naval Hospital in 1948 and was 
found to have Boeck sarcoid by supracla- 
vicular node biopsy. The patient enjoyed 
an apparent symptomless state until the 
previously mentioned symptoms necessi- 
tated his present admission. 

Notable findings in the physical exami- 
nation at the time of admission were inspi- 
ratory rales throughout both bases; exten- 
sion of the neck veins at 90°; paradoxical 
pulse of 15 mm Hg; a heart rate of 140 
beats per minute; a large, tender liver; and 
4+ pitting edema of the lower extremities. 
Examination of the skin showed areas of 
slightly depigmented, nonindurated skin 
over the knees, lower anterior portion of 
the thigh, and upper part of the legs 
(Fig 3). 

Extensive laboratory studies were exe- 
cuted during the patient's hospitalization. 
The following results were of interest: uri- 
nalysis, 40 to 50 red blood cells per high 
power field; 24-hour total protein, 1.4 
gm/100 ml; and serum protein electropho- 
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Fig 2.—Back showing depigmented lesions 
with eruptive papules and nodules (case 1). 


resis showed a low albumin and a high y- 
globulin value, but was otherwise normal. 
X-ray film studies were as follows: poster- 
oanterior and lateral chest x-ray films 
showed evidence of cardiac enlargement 
with pulmonary vascular congestion. 
There was diffuse interstitial fibrosis 
throughout all lung fields. Calcified nodes 
were seen in the right hilum. Cardiac 
chamber enlargement was thought to be 
predominantly right ventricular, and 
there was prominence of the pulmonary 
artery sector of the heart. 

This patient presents a good example of 
late manifestations of sarcoidosis. He was 
admitted to the hospital with overt failure 
of the right lung secondary to pulmonary 
hypertension. The patient responded rap- 
idly to nasal oxygen, administration of 
diuretics, and digitalization. Due to the 
marked pulmonary decompensation, it 
was thought that a trial of steroids was 
indicated. The patient began receiving 60 
mg of prednisone per day, and the dosage 
was tapered to 40 mg. Within the first day 
that the patient received the steroid thera- 
py, he noted an immediate sense of well- 
being and increased exercise tolerance. 
This apparent improvement was not sup- 
ported by pulmonary function studies. The 
patient was discharged from the hospital 
one month later remarkably improved 
with regard to the symptoms necessitating 
his admission, and follow-up studies were 
done regularly by the hospital pulmonary 
clinic. 

Case 3.— In the fall of 1971, a 37-year- 
old black woman was referred to the der- 
matology clinic at the Hospital of the Uni- 
versity of Pennsylvania for evaluation of a 
pigmentary abnormality of the face of 18 
months' duration. 

At the time of examination, the patient 









Fig 3. — Hypopigmented lesions on leg. These 
lesions showed an underlying sarcoidal granulo- 
ma, whereas surrounding skin did not (case 2). 


ae 


Fig 4.—Biopsy specimen of depigmentation 
from arm. Typical sarcoidal granulomas were 
found. Surrounding normal skin did not reveal 
this underlying change (case 1) (hematoxylin- 
eosin, x 150). 


was found to have hypopigmented patches 
on the bridge of the nose, cheeks, and fore- 
head. Some of the areas had two to four 
papular lesions. The papules were in the 
greatest density about the nasal alae. The 
remaining results of the physical exami- 
nation was not remarkable. 

Multiple biopsy specimens of the depig- 
mented lesions of the papular elements 
showed sarcoidal-type granulomas. Blood 
chemistry and serum laboratory studies 
disclosed an iron deficiency anemia with a 
hemoglobin value of 8.6 gm/100 ml and a 
serum iron value of 18 wg/100 ml. Chest 
x-ray films were normal. 

The patient began receiving ferrous glu- 
conate therapy, and the papular lesions 
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responded to intralesional injections of 
triamcinalone acetonide (5 mg/ml). 

Case 4.—In March 1972, a 30-year-old 
black woman came to. the dermatology 
clinic of the Bryn Mawr Hospital for eval- 


~ uation of an eruption on the thighs and 


arms of one year's duration. The lesions 
were asymptomatic. Review of systems 


‘disclosed no abnormalities. There was no 


history of drug intake or allergies. At the 
time of examination, there were multiple 
1- to 1.5-cm areas of depigmentation with 
diffused margination over the arms and 
thighs. A few of the lesions had a mild 
indurated quality on palpation. 

Biopsy: of several depigmented lesions 
showed multiple granulomas of the sarcoi- 
dal variety. Stains for fungi and acid-fast 
bacilli were negative. A chest x-ray film 
Showed massive bilateral hilar adenopa- 
thy and mediastinal adenopathy at the 
level of the aortic arch. This triad of ade- 
nopathy is consistent with the diagnosis of 
sarcoidosis. Pulmonary function studies 
Showed a mixed type of reduction. The 
complete blood cell count. and blood chem- 
istry studies using an automated multiple 
analysis system, except for an increase in 
the serum protein value to 7.6 gm/100 ml, 
were within normal limits. A serum pro- 
tein electrophoretic pattern showed an 
elevation of the y-globulin value to 2.2 
gm/100 ml. No therapy was instituted. 


yo 


k 


Cutaneous Investigations and 
Findings 

In all patients, biopsy specimens of 
the depigmented areas showed sarcoi- 
dal granulomas in hematoxylin-eo- 
sin-stained sections (Fig 4). The sur- 
rounding normal-appearing skin did 
not show this type of abnormality. 
Biopsy of nodular lesions and discrete 
papules showed similar sarcoidal 
granulomas. f 

Cases 1 and 2 were studied in fur- 


-ther detail. Sections of hypopigment- 
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ed skin incubated in dopa and then 
stained with Fontana silver stain 
revealed dopa-positive melanocytes 
in the basal cell layer. Silver-positive 
granules were sparse in the malpighi- 
an and horny layers. Sections of nor- 
mal-appearing skin showed numer- 
ous dopa-positive dendritic cells in 
the basal cell layer with abundant 
silver-positive granules located at all 
levels of the malpighian and horny 
layers. The pigment was bleached by 
exposure to hydrogen peroxide, and 
the Gomori stain for iron pigment 
was negative. Acid-fast stains were 
negative. Melanocyte counts from 
hypopigmented and normal-appear- 
ing adjacent skin were equivalent, 
utilizing sodium bromide-separated 
epidermal sheets incubated in dopa.” 
§-Dimethylamino-1-naphthalene-sul- 
fonyl chloride (dansyl chloride) was 
used in place of tetrachlorsalicylani- 
lide (suggested modification by an 
oral communication from A. M. Klig- 
man, December 1971) in determining 
stratum corneum turnover time as an 
index of epidermal kinetics in three 


depigmented areas and in the con- 


tiguous normal-appearing.skin. No 
marked differences were noted in any 
areas studied. Àn average observed 
turnover time of 23 days was found. 


Comment 


Sarcoidosis in the United States 
appears to have a definite predilec- 
tion for the Negro, and the prognosis 
is more guarded.' Skin lesions, espe- 
cially those involving the face, havea 
diagnostic clinical appearance that is 
readily confirmed by histologic exam- 
ination. In many instances, skin 
signs of sarcoidosis eliminate the 


need for biopsy of lymph nodes, liver, 
muscle, nerve, or bronchial mucosa. 

Histologic study of all hypomela- 
notic areas, including macules, patch- 
es, indurated patches, and plaques 
with nodule formation, in the four 
patients reported demonstrated 
naked tubercles characteristic of sar- 
coidosis granulomas. 

Future patients in whom a diagno- 
sis of sarcoidosis is suspected and who 
show these hypopigmentary abnor- 
malities should have biopsies, for this 
simple procedure may solve an often 
difficult diagnostic problem. 


Nonproprietary Names and 
Trademarks of Drugs 


Furosemide— Lasix. 

Methyldopate— Aldomet Ester. 

Triamcinolone acetonide — Aristocort Topi- 
cal Cream, Aristocort Topical Ointment, 
Aristoderm, Kenalog. 


References 


1. Labow TA, Atwood WG, Nelson CT: Sarcoi- 
dosis in the American Negro. Arch Dermatol 89: 
682-686, 1964. 

2. Irgang S: Ulceration of cutaneous lesions in 
sarcoidosis. Br J Dermatol 67:255-260, 1955. 

3. Wigly JEM, Musso LA: A case of sarcoido- 
sis with erythrodermic lesions: Treatment with 
calciferol. Br J Dermatol 63:398-408, 1951. 

4. Braverman IM: Skin Signs of Systemic Dis- 
ease. Philadelphia, WB Saunders Co, 1970, pp 
274-283. 

5. Shmunes E, Lantis LR, Hurley HJ: Verru- 
cose sarcoidosis. Arch Dermatol 102:665-669, 
1970. 

6. Mayock RL, et al: Manifestations of sarcoi- 
dosis: Analysis of 145 patients with a review of 
nine series selected from the literature. Am J 
Med 35:67-89, 1963. 

7. Papa CM, Kligman AM: Behavior of me- 
lanocytes in inflammation. J Invest Dermatol 45: 
465-473, 1965. 

8. Baker H, Kligman AM: Technique for esti- 
mating turnover time of human stratum cor- 
neum. Arch Dermatol 95:408-411, 1967. 


Hypopigmentation and Sarcoidosis/Cornelius et al 251 


252 Arch Dermatol/Vol 108, Aug 1973 


Aplasia Cutis Congenita 


in Three 


Successive Generations 


Michael Fisher, MD, Robert Schneider, MD, Bronx, NY 


Aplasia cutis congenita is present at 
birth and is characterized by small midline 
posterior uicers of the scalp that heal with 
scarring. A significant number of cases 
have been reported in families; the cases 
appear to be of autosomal dominant inheri- 
tance. This paper highlights the genetic 
aspect of the disease by presenting three 
observed cases in three successive gener- 
ations of one family. 


plasia cutis congenita (ACC) or 

congenital absence of skin, is a 
rare dermatologic entity in which 
localized defects of integument are 
present at birth. The majority of le- 
sions occur on the scalp and are usu- 
ally small, single, midline posterior 
ulcers that heal with scarring. Histo- 
logically, there is absence of the epi- 
dermis without inflammation. Ap- 
pendageal structures are absent or 
rudimentary and there is a decrease 
of elastic fibers in the dermis.! 

There have been approximately 
300 cases of ACC reported in the lit- 
erature, including a significant num- 
ber occurring in families. The pur- 
pose of this paper is to focus on the 
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genetic aspect of this disease by pre- 
senting three observed cases of ACC 
in three successive generations of one 
family. 


Report of Cases 


Case 1.— The propositus (IV-1, Fig 1), a 
2!/»-month-old male infant, was born at 
term by normal spontaneous delivery. He. 
was noted to have an "open red lesion" on 
the vertex of the scalp at the time of 
crowning, which on closer inspection re- 
vealed two granulating ulcers, 1 and 2 cm 
in diameter. Within a few days after birth, 
the lesions developed crusts, scale, and 
atrophy (Fig 2). He has been in good 
health without evidence of other birth 
defects. He is the only child of a non- 
consanguineous marriage. There is no 
history of maternal illness during the 
pregnancy. Thyroid extract was ingested 
by the mother during the first month of 
gestation but was discontinued thereafter. 


Fig 1.—Pedigree of family. Thyroid disease, 
horizontal line above pedigree symbol; ACC, sol- 
id pedigree symbol; death at birth, +in pedi- 
gree symbol; propositus, arrow. 
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Fig 2.—Clinical appearance of ACC in propos- 
itus. 


à I 
Fig 3. — Clinical appearance of ACC in mother. 


Fig 4. — Clinical appearance of ACC in grand- 
mother. 


Case 2.— This 24-year-old woman (III-2, 
Fig 1), the mother of the propositus, was 
the product of a full-term spontaneous de- 
livery. There was no history of maternal 
illness or drug ingestion during the 
mother's pregnancy. At birth, the patient 
was noted to have "two small open bloody 
sores" on the vertex of the scalp that 
healed spontaneously within two weeks. 
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Two adjacent areas of cicatricial alopecia 
of 2 cm in diameter each have remained 
(Fig 3). There was no history of associated 
defects or illness in childhood other than 
the development of a goiter at age 16. A 
male sibling and his two children have 
had no skin defects. Her parents are not 
related. 

Case 3.— This 55-year-old woman (II-5, 
Fig 1) is the grandmother of the propositus 
and the mother of case 2. She is said to 
have been the product of a normal spon- 
taneous delivery at term. “A small sore” 
was observed on the vertex of her scalp 
at birth. This lesion healed, leaving a 1-cm 
midline posterior area of cicatricial alo- 
pecia (Fig 4), identical in location to the 
scalp defects in her daughter and grand- 
son. She has had no associated defects or 
illnesses other than a goiter. There is a 
family history of thyroid disease in her 
mother and two female siblings. One 
brother died at birth due to a “difficult 
delivery,” another is alive and well. There 
is no known consanguinity in her family, 
in which the members are of Norwegian 
descent. 


Comment 


Aplasia cutis congenita was first 
described in 1826 by Campbell who 
reported two siblings with similar 
localized skin defects of the scalp.” 
The pathogenesis, clinical course, and 
therapy of this condition have been 
well reviewed.* Since Campbell’s 
original report, the subject of ACC 
has become confusing due to the in- 
clusion of various defects and anom- 
alies under this heading. Symmetri- 
cal skin defects on the trunk and ex- 
tremities with or without associated 
ring-constriction amputations,’ bony 
abnormalities, developmental mal- 
formations, epidermolysis bullosa,* 
focal dermal hypoplasia,’ and other 
defects have not been clearly distin- 
guished from ACC. We are limiting 
our discussion of ACC to localized 
skin defects that primarily affect the 
scalp and may be associated with 
underlying cranial bone defects. 
Several reports in the literature 


show a significant familial incidence 
of ACC. Goldsmith reported ACC 
with associated cranial bone defects 
in 15 members of five generations of 
an American family.* Within the 
family, there were also three unaf- 
fected members with affected chil- 
dren. Approximately 50% of the fami- 
ly members were either affected or 
carried the trait for ACC, and of these 
approximately 50% were female. This 
pedigree clearly favors an autosomal 
dominant type of genetic transmis- 
sion and is confirmed by other re- 
ports.’ The family reported in this 
paper supports this mode of inheri- 
tance. On the other hand, there have 
been isolated reports of ACC in chil- 
dren of consanguineous marriages, 
inferring a recessive mode of inheri- 
tance.!! It was interesting to observe 
three cases of ACC in three succes- 
sive generations of a single family. 
These patients had no associated 
cranial bone defects. There was a 
prevalence of thyroid disease in this 
family, but this appears to be unasso- 
ciated with ACC. 
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Vitamin E Treatment of 
Dermolytic Bullous Dermatosis 


A Controlled Study 


Edgar B. Smith, MD, William M. Michener, MD, Albuquerque, NM 


Two sisters with dermolytic bullous der- 
matosis (epidermolysis bullosa dystrophi- 
ca) were treated with vitamin E in a con- 
trolled double-blind crossover study. Both 
showed marked reduction in blister forma- 
tion while on the study drug as compared to 
the control medication. The mechanism of 
action of vitamin E in the mechanobullous 
diseases is unknown. 


he term epidermolysis bullosa 

has been used since the time of 
Koebner' to describe a variety of con- 
genital diseases of the skin character- 
ized by trauma-induced blisters and 
erosions. Recently, Pearson has re- 
vived Cockayne’s term mechanobul- 
lous diseases and proposed a classifi- 
cation of these conditions based on 
their clinical features and newer in- 
formation about their pathologic fea- 
tures.? Dermolytic bullous dermatosis 
(DBD) is one of the mechanobullous 
diseases in which the clinical lesions 
usually appear early in life and heal 
with residual scarring. Sharp der- 
moepidermal separation occurs in 
DBD and electron microscopic studies 
have shown that this separation 
takes place just beneath the base- 
ment membrane.’ Dermolytic bullous 
dermatosis occurs as dominant, reces- 
sive, and acquired types. 

Although supportive measures are 
helpful, the treatment cf DBD in 
general has been unsatisfactory. In 
recent years, several authors have 
suggested that vitamin E (DL-alpha 
tocopherol) might be useful in the 
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treatment of epidermolysis bullosa.** 
The purpose of the paper is to report 
two cases of relatively mild DBD of 
the recessive type in sisters who were 
treated with vitamin E in a controlled 
double-blind crossover study. 


Report of Cases 


Case 1.—A 19-year-old white girl was 
noted to have blisters of the hands and feet 
at birth. She continued to develop new bul- 
lae and erosions at sites of trauma 
throughout infancy. Lesions were treated 
with topical antibiotics and corticoste- 
roids, and intermittent courses of systemic 
antibiotics were given during episodes of 
secondary infection of the lesions. Courses 
of systemic steroids given at ages 3 and 7 
had little effect on the course of her dis- 
ease. Lesions healed with scarring, but 
became less frequent as the child grew 
older and more adept at avoiding trauma. 
She had dental caries as well. At the time 
she entered the study, she had thin soft 
Scars over the hands, wrists, elbows, 
knees, and feet. Fingernails and toenails 
were absent. She had a few milia on the 
elbows and knees. Several small bullae 
were present on the hands and a hemor- 
rhagic bulla was present on the right el- 
bow. There was no fusion of the digits and 
no albopapuloid lesions were present. 

Histologic examination of a punch biop- 
sy specimen from traumatized skin of the 
left forearm revealed separation of the 
epidermis from the dermis and absence of 
underlying inflammation, changes com- 
patible with DBD. 

Patient 1 is the oldest of five siblings 
and is the sister of patient 2. She has two 
younger sisters, a younger brother, and an 
older half sister (same mother) who have 
no skin abnormalities. There is no history 
of skin disease in either the mother’s or fa- 
ther's family and no known consanguinity. 

Case 2.— The 17-year-old sister of pa- 
tient 1 had extensive blistering of the 
hands and feet at birth and subsequently 
developed new lesions at the site of mini- 
mal trauma. She also had erosions of the 


gums and buccal mucosa. She continued to 
develop lesions throughout infancy and 
childhood. Treatment with topical steroids 
and one three-month course of systemic 
steroids resulted in only minimal improve- 
ment. Topical antibiotics and courses of 
systemic antibiotics were occasionally 
necessary for secondary infections of the 
Skin. When she was 11 years old, she de- 
veloped intermittent episodes of lower 
abdominal pain and, occasionally, slight 
rectal bleeding. On proctoscopy, she was 
found to have increased friability of the 
rectal mucosa. Radiologic studies, includ- 
ing barium swallow, upper-gastrointes- 
tinal tract series, and barium enema, were 
normal. Repeat proctoscopy at age 13 re- 
vealed friability of rectal mucosa with 
some hemorrhagic vesicles. Since that 
time, she has taken mineral oil regularly _ 
to prevent constipation and has had few 
symptoms of abdominal disorder. She has 
had multiple dental caries and has lost her 
fingernails and toenails. Prior to entering 
this study, examination showed skin 
changes similar to those of case 1 . She had 
hemorrhagic bullae and a few crusted le- 
sions on the hands and elbows. All nails 
were absent, and there were slight flexion 
contractures of the fingers of both hands. 


Methods 


During a two week observation pe- 
riod prior to treatment, the patients 
developed five or six new blisters 
weekly. Coded bottles of two medica- 
tions for both patients were prepared 
by the pharmacy of Bernalillo County 
Medical Center. The study drug was 
vitamin E, 400 international units 
(IU) capsules, to be taken four times 
daily. Dioctyl sodium sulfosuccinate 
(Doxinate) capsules, which were iden- 
tical in appearance to the vitamin E 
preparation, were used as the control 
medication. Each patient received 
one medication for eight weeks and 
then the alternate preparation for 
another eight weeks. Neither the pa- 
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Fig 1. Response to therapy of patient 1. 


tients nor the investigators knew 
which of the medications were given 
during the two eight-week periods of 
the study. 

The patients counted the number of 
new blisters that appeared each week 
and were examined at two-week in- 
tervals. 


Results 


Patient 2 completed her courses of 
therapy as described before. Patient 1 
improved markedly during the first 
eight weeks, but began developing 
more bullae within a week after the 
medications were changed. At her 
insistence, she returned to her first 
medication at the end of the 12th 
week of the study. When the identity 
of the medication was revealed at the 
end of the 16-week study, it was ap- 
parent that both patients had marked 
reduction of blistering while they 
were taking vitamin E, 1,600 IU dai- 
ly (Fig 1 and 2). Although blisters 
have not completely ceased to occur, 
both patients have had persistence of 
this improvement while continuing 
on this dose. Neither noticed any 
other effects, adverse or beneficial, 
while on either medication. 


Comment 


Dermolytic bullous dermatosis or 
epidermolysis bullosa dystrophica is 
one of the rare hereditary mechano- 
bullous diseases. There is a mild dom- 
inant form and a more severe reces- 
sive type. Although topical and sys- 
temic corticosteroids are sometimes 
useful, the management of both he- 
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Fig 25 Response to therapy of patient 2. 


reditary forms consists primarily of 
supportive measures designed to re- 
duce friction and trauma, avoidance 
of excessive heat and antibiotic thera- 
py of secondary infection.^^5 Price, in 
1962, first reported to the Canadian 
Medical Association that vitamin E 
given systemically and topically re- 
sulted in improvement in a patient 
who had DBD.? Wilson, who was the 
first to publish a report of a patient 
treated with this medication, in 1964 
reported the case of a 14-year-old 
boy with DBD who showed decreased 
blistering and general improvement 
in health while he was taking up 
to 3,200 IU of vitamin E daily.4 
Ayres and Mihan reported that vita- 
min E, 60 to 200 IU daily, caused 
marked improvement in a patient 
with recurrent bullous eruption of 
the hands and feet (Weber-Cockayne 
syndrome). The largest reported se- 
ries of cases of DBD treated with vita- 
min E is that of Sehgal and associ- 
ates. These authors recently de- 
scribed three affected members of an 
Indian family who improved dramati- 
cally on vitamin E, 300 mg daily. 

Although Wilson's patient devel- 
oped more new blisters when vitamin 
E therapy was discontinued tempo- 
rarily, none of the previous reports 


really described a controlled thera-: 


peutic trail Since it is well recog- 
nized that supportive measures may 
result in improvement of the status of 
patients with any of the milder me- 
chanobullous diseases, the authors 
were admittedly somewhat skeptical 
regarding the efficacy of vitamin E 
therapy in these conditions prior to 


this study. However, the presence of 
two intelligent young patients with a 
relatively mild form of recessive DBD 
afforded us an excellent opportunity 
to study the therapy in a controlled 
manner. Both girls had already 
learned to care for themselves effec- 
tively and had already achieved max- 
imum control of their disease wtih 
the usual supportive therapy. In a 
double-blind crossover therapeutic 
trial, both patients showed marked 
reduction in blister formation while 
taking vitamin E, 1,600 IU, daily. In 
both cases, the status of their condi- 
tion changed rapidly after their medi- 
cations were changed. Our experience 
with only two patients does not prove ` 
that vitamin E is effective therapy for 
all types of mechanobullous disease 
or all patients with DBD. We hope 
that our report. will stimulate further 
controlled studies of larger numbers 
of patients with various types of the: 
disease to better define the role of vi- 
tamin E in the treatment of these 
conditions. MAD 

Although some advocates of vita- 
min E therapy insist that it is good 
for most of man's ailments, the use of 
this vitamin as therapy for mechan- 
obullous diseases must be considered 
empirical. Price does not state why he 
tried it in his patient, and Wilson 
used it because it seemed to enhance 
healing in one stasis ulcer.*? None of 


- the vitamin E deficiency: syndromes 


in animals resembles in any way 
DBD or any of the mechanobullous 
diseases.!? l 
Vitamin E has been shown to act as 
an antioxidant, to enhance the activ- 
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ity of some enzymes, and possibly to 
act as an inducer of some microsomal 
enzymes.!! One enzymatic abnormali- 
ty that has been shown to occur in 
DBD and may play a role in the path- 
ogenesis of this disease is the pres- 
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ence of high levels of collagenase ac- 
tivity in the skin of patients affected 
by it.!? It is interesting to theorize 
that vitamin E inhibits this excessive 
collagenase activity or induces the 
production of another enzyme neces- 
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Question. — With regard to acanthosis nigricans, which of the following statements 


is true? 


(a) Acanthosis nigricans, which is so extensive as to involve the oral mucous mem- 


brane, strongly suggests a malignant rather than a benign cause. 


(b) In patients with acanthosis nigricans associated with endocrine disease, the skin 
reaction depends on the associated obesity rather than the hormonal abnormalities. 

(c) Acanthosis nigricans may occur as a result of the ingestion of drugs, such as corti- 
costeroids, estrogens, and nicotinic acid. 

(d) An association with malignancy is indicated by a histopathologic picture show- 
ing areas of epidermal atrophy alternating with acanthosis. 

(e) Even when acanthosis nigricans develops in infancy, it appears to be an acquired 
disease, since a positive family history is very rare. (For answer, see page 262.) 
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Molluscum Contagiosum Occurring in 
Epidermal Inclusion Cysts 


Steven J. Hodge, MD; Maurice T. Fliegelman, MD; G. Randolph Schrodt, MD; Lafayette G. Owen, MD, Louisville 


We present an unusual case of mollus- 
cum contagiosum occurring in epidermal 
inclusion cysts. Most likely, the cysts were 
inoculated with a molluscum virus. 


NM contagiosum was ori- 
ginally described by Bateman' 
and has been considered since then a 
noninflammatory condition, both 
clinically and  histopathologically. 
This benign condition is caused by a 
filterable virus of the pox group of 
disease.” Juliusberg and, later, Wile 
and Kingery? are credited with estab- 
lishing its filterable nature, and 
Paterson demonstrated its infectious 
nature.* 

Inflammatory changes are infre- 
quent, and reactions observed in ex- 
perimental molluscum contagiosum 
have been attributed to a state of spe- 
cific cutaneous sensitization?5 We 
present an unusual case of mollus- 
cum contagiosum involving several 
epidermal inclusion cysts occurring 
deep in the dermis. 


Report of a Case 


A 33-year-old white man was seen on 
June 6, 1972, because of a "cyst" on the 
anterior aspect of the left thigh, which was 
present for several months. Clinically, the 
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Fig 1.—Intact epidermis with inclusion cysts 
deep in the dermis containing molluscum bod- 
ies (hematoxylin-eosin, original magnification 
x 4). 


lesion was an elevated, round, firm subcu- 
taneous nodule. No erosion of the skin was 
present. The lesion was excised and the 
clinical impression was epidermal inclu- 
sion cyst. The patient also had two typical 
molluscum bodies on the left upper eyelid 
that were not treated at that time. Follow- 
up visits at three and six months revealed 
no recurrent lesions. 

The single excisional biopsy specimen 
was fixed in formaldehyde solution, 
embedded in paraffin, and stained with 
hematoxylin-eosin. Feulgen staining for 
DNA was done. 


Results 


The histologic findings are shown 





Fig 2. — Higher power of cysts containing mol- 
luscum bodies. A chronic inflammatory reac- 
tion surrounds cysts (hematoxylin-eosin, origi- 
nal magnification x 10). 


Fig 3. — Acanthotic epidermis containing mol- 
luscum bodies (hematoxylin-eosin, original 
magnification x 10). 
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Fig 4.—High power of molluscum bodies with- 
in cyst (hematoxylin-eosin, original magnifica- 
tion x 44). 


in the photomicrographs. The epider- 
mis shows moderate acanthosis. 
Throughout the dermis, there are 
several cystic spaces whose walls are 
composed of several layers of squa- 
mous and granular cells (“true epi- 
dermis”). The cysts contain horny 
material arranged in laminated lay- 
ers. In addition, many eosinophilic, 
pear-shaped lobules are present in 
the horny material and the granular 
layer of the cyst. These molluscum 
bodies were Feulgen-positive. The 
cysts are surrounded by an intense 
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inflammatory infiltrate of lympho- 
cytes, histiocytes, eosinophils, and an 
occasional multinucleated giant cell. 


Comment 


Mollusca may involute after trau- 
ma or following the maceration in- 
herent in moist intertriginous areas. 
Inflammation due to secondary bac- 
terial invasion at times occurs and 
may reduce the activity of the lesions, 
or they may disappear spontaneously. 
None of this activity can be predicted 
with any degree of certainty in the 
individual patient. Even though mol- 
luscum is usually readily recognized, 
the clinical diagnosis may be difficult 
in patients with unusual inflammato- 
ry lesions. Henao and Freeman’ re- 
viewed the clinical observations and 
pathologic findings of seven patients 
with molluscum contagiosum asso- 
ciated with an intense inflammatory 
dermal reaction. They concluded that 
the probable cause of the dermal reac- 
tion is a disruption of the molluscum 
papule and its subsequent discharge 
into the dermis. They compared this 
reaction to that seen in acne vulgaris 
or in an epidermal inclusion cyst. It is 
well known that the dermis reacts 
strongly to keratin and lipids, and the 
occurrence of a granulomatous infil- 
trate after the injection of sebum, cro- 
ton oil, squalene, and fatty acids has 
been reported.’ Therefore, it is likely 
that molluscum bodies or their asso- 
ciated epidermal components are able 
to elicit this type of response. An al- 


lergic basis has also been proposed as 
a cause for inflammation in experi- 
mentally induced molluscum infec- 
tions.’ 

To our knowledge, this is the only 
report of molluscum contagiosum 
occurring in several intact epidermal 
inclusion cysts located in the dermis. 
It appears that these cysts represent 
"true epidermal" inclusion cysts since 
they contain all layers of epidermis. 
Ruptured molluscum lesions do not 
incite this type of epithelial response. 
Most likely, the cysts were inoculat- 
ed with a molluscum virus. 


Photographs were prepared by William Chris- 
topherson, MD. 
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Mucocutaneous Candidiasis | 
in a Mother and Son 


Jeffrey J. Kroll, MD; Julia M. Einbinder, MS; William G. Merz, PhD, New York 


A mother and son had chronic mucocuta- 
neous candidiasis. Vertical inheritance 
from a mother to son is extremely rare. An 
attempt was made to identify a defect that 
would predispose them to their chronic 
Candida infection. Neutrophil function 
studies failed to reveal a defect that could 
he correlated with the pathogenesis of the 
disease. Both patients failed to demon- 
strate cutaneous delayed hypersensitivity 
to Candida albicans antigen but had spe- 
cific humoral antibodies to the organism. In 
vitro studies of cellular immunity revealed 
multiple defects. Endocrine evaluation of 
the son led to the finding of previously undi- 
agnosed hypothyroidism. 


hronic mucocutaneous candidi- 
asis (CMC) is an uncommon va- 
riety of candidiasis that usually de- 
velops in infancy or childhood and is 
characterized by chronic involvement 
of the skin, nails, scalp, and mucous 
membranes. It is often associated 
with endocrinologie disorders! and in 
some adult cases it may be associated 
with a thymoma.? Although the dis- 
ease is not lethal, it causes consider- 
able discomfort and disfigurement. 
Local or systemic antifungal therapy, 
or both, has been generally unsuc- 
cessful in permanently clearing the 
lesions. Defects in the host’s cellular 
immune defense mechanisms have 
been demonstrated,** but correction 
of such immunologic deficiencies, 
even when successful, have provided 
only temporary benefit.” 


Report of Cases 


Case 1.—A 24-year-old Puerto Rican 
woman had an eight-year history of an 
eruption that began as an erythematous 
scaling plaque on her left foot. Over the 
next three years, the eruption spread to 
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involve her trunk, extremities, scalp, 
mouth, eyelids, and all her nails. The per- 
sistent eyelid involvement was associated 
with a decrease in vision. There was no 
previous family history of similar disorder 
except in her son (case 2). Since 1965, she 
has been treated intermittently with gris- 
eofulvin, orally administered and topical- 
ly applied nystatin, and tolnaftate cream, 
with no significant clinical improvement. 

At the time of physical examination 
(1971), she was noted to have normal vital 
signs. On her scalp were yellowish brown 
hyperkeratotic formations that covered 
raised, erythematous, easily bleeding 
plaques (Fig 1). A pronounced frontal al- 
opecia was present. She had red thickened 
eyelid margins and moderate erythema of 
the conjunctivas. Slit-lamp examination 
revealed bilateral corneal peripheral vas- 
cularization. A white coating was present 
on her tongue. Her nails had longitudinal 
ridging and fragmentation of the nail 
plate with an associated paronychia (Fig 
2) Erythematous sharply circumscribed 
scaling plaques were present on her 
cheeks, trunk, and extremities (Fig 3). The 
remainder of the physical examination 
disclosed no abnormalities. 

Pertinent laboratory data included val- 
ues for the following: hemoglobin, 11.6 
gm/100 ml; white blood cell (WBC) count, 
7,900/cu mm, with 80% neutrophils, 5% 
eosinophils, 12% lymphocytes, and 3% 
monocytes (absolute lymphocyte -count, 
948/m); platelet count, 225,000/cu mm; 
serum iron, 204/100 ml (normal, 50ug to 
145ug/100 ml), with an iron binding ca- 
pacity of 5504g/100 ml (normal, 250ug to 
320ug/100 ml) serum calcium, phospho- 
rus, glucose, blood urea nitrogen, uric 
acid, cholesterol, total bilirubin, alkaline 
phosphatase, and lactic dehydrogenase 
values were normal. The serum glutamic 
oxaloacetic transaminase determinations 
from 1971 to 1972 ranged between 72 and 
101 international units (IUYml (normal, 
10 to 50 IU/ml). Results of additional lab- 
oratory tests within normal limits includ- 
ed plasma cortisol, serum thyroxine, 
three-hour glucose tolerance test, absence 
of Australia antigen, heterophil, antinu- 
clear antibody, LE preparation, electro- 
lytes, the VDRL test for syphilis, com- 
plement, stool specimens for ova and 
parasites, and urinalysis. Protein electro- 


phoresis revealed a diffuse increase in 
y-globulins to 3,080 mg/100 ml (normal, 
850 to 2,250 mg/100 ml). She had a weakly 
reactive latex fixation test, an equivocal 
direct Coombs test, and an antithyroglob- 
ulin antibody titer of 1:64 (normal, less 
than 1:32). Serum isoagglutinins were 
normal. Her blood type was O. 

The patient had negative delayed cuta- 
neous hypersensitivity responses to oidi- 
omycin, intermediate purified protein de- 
rivative (PPD), mumps antigen, streptoki- 
nase (500 units), and trichophytin. At- 
tempts to sensitize her to dinitrochloro- 
benzene on two separate occasions were 
unsuccessful. 

Her chest x-ray film and cine-esophago- 
gram were normal. Candida albicans was 
cultured from her tongue, scalp, nails, and 
eyelids, but was not cultured from lesions 
on her back and extremities. A catheter- 
ized urine and several blood cultures were 
negative for C albicans. Trichophyton rub- 
rum was cultured from lesions on her back 
and extremities; T' violaceum was isolated 
from a facial lesion. 

A biopsy specimen from the scalp re- 
vealed a thickened, parakeratotic, crusted 
stratum corneum. The subjacent stratum 
malpighii was edematous, thinned, and 
invaded by inflammatory cells (Fig 4). 
Most of the cutis was occupied by a dense 
mononuclear cellular infiltrate that was 
overwhelmingly plasmacytic (Fig 5). Sec- 
tions stained with silver methenamine 
after diastase digestion revealed large 
numbers of pseudohyphae within the stra- 
tum corneum and extending deep into a 
plugged hair follicle (Fig 6). Fungi were 
not seen in the viable epithelium or the 
dermis. 

CasE 2. — The 32-year-old son of patient 
1, at the age of 18 months, developed oral 
candidiasis. When he was 2 years old, he 
developed an infection of the left fourth 
fingernail that gradually spread to in- 
volve his left thumb, index, and middle 
fingernails and his right thumb and index 
fingernails. Treatment with orally ad- 
ministered nystatin and application of 
amphotericin B cream to his nails did not 
produce substantial improvement. He was 
not unusually susceptible to other in- 
fections. 

At the time of physical examination, his 
weight (14.5 kg) and height (92.7 cm) were 
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substantially below normal. His tongue 
had white patches, and five of his nails 
were fragmented with an associated par- 
onychia (Fig 7). Results of the remainder 
of the physical examination were within 
normal limits. 

Laboratory studies included the follow- 
ing values: hemoglobin, 9.3 gm/100 ml; 
WEC count, 7,300/cu mm, with 53% neu- 
trophils, 3% eosinophils, 40% lympho- 
cytes, and 4% monocytes (absolute lym- 
phocyte count, 2,920/ml); platelet count, 
330,000/cu mm; and serum iron 454/100 





Fig 1.—Crusts covering erythematous easily 
bleeding plaques (case 1). 





Fig 2. —Thickening, fragmentation, and par- 
tial loss of nail plates with associated parony- 
chia (case 1). 


Fig 3.—Sharply circumscribed scaling 
plaques from which Trichophyton rubrum was 
isolated (case 1). 
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ml, with a combining capacity of 
470ug/100 ml. Additional laboratory val- 
ues within normal limits included cal- 
cium, phosphorus, glucose, blood urea ni- 
trogen, uric acid, cholesterol, total protein, 
albumin, complement, bilirubin, alkaline 
phosphatase, serum protein electrophore- 
sis, quantitative serum immunoglobulins, 
and latex fixation and direct and indirect 
Coombs tests. Isoagglutinin titers were 
normal; the patient's blood group was O. 
The tetraiodothyronine value, determined 
by the competitive protein binding-Mur- 
phy Pattee T, test, was l.lug/100 ml 
(normal, 3ug to 74g/ 100 ml); triiodothy- 
ronine resin uptake, 0.69 units (normal, 
0.8 to 1.3 units); protein-bound iodine, 2.9 
mEq/100 ml (normal, 4 to 8 mEq/100 ml); 
thyroxine binding globulin, 21ug/100 ml 
(normal, 10ug to 264g/100 ml); and anti- 
thyroglobulin titer, 1:256 (normal, under 
1:32). The adrenocorticotropic hormone 
stimulation test revealed a plasma cortisol 
value of 20.2 units before stimulation and 
45.8 after. Skin tests with oidiomycin, 
streptokinase (500 units), mumps antigen, 
and intermediate PPD were negative. He 
could not be sensitized to dinitrochloro- 
benzene on two separate occasions. 

X-ray films of the chest and sella turcica 
were normal. His bone age was approxi- 
mately one year less than his chronologi- 
cal age. Fungal cultures of fingernails and 
tongue lesions were consistently positive 
for C albicans. 

Treatment of his hypothyroidism with 
desiccated thyroid tablets was initiated 
(60 mg/day). 


Fig 4.—Biopsy specimen of scalp showing 
thickened, parakeratotic, crusted stratum cor- 
neum. Dermis is occupied by dense cellular in- 
filtrate (case 1) (hematoxylin-eosin, original 
magnification x 63). 


Special Studies 


Neutrophil Function. — Neutro- 
phil function was evaluated by means 
of the quantitative nitroblue tetrazo- 
lium test and myeloperoxidase stain. 
The results were within normal lim- 
its in both cases. 

Techniques employed for measur- 
ing the capacity of polymorphonu- 
clear cells (PMN) to function as phag- 
ocytes were performed using C albi- 
cans. Phagocytic indexes, expressed 
as the number of yeast cells per PMN 
cell counted, in both cases were simi- 
lar to those of the controls. No phago- 
cytic deficiency could be demonstrat- 
ed. Phagocytic activity appeared to be 
relatively complete after one hour. 
The yeast forms of C albicans were 
within cytoplasmic vacuoles. Elec- 
tron microscopic studies did not indi- 
cate that any digestion of the yeast 
cell wall had occurred. Germ tube 
formation was seen within one hour 
in the vacuole, and the mycelium was 
able to erupt from the cell. 

Antibody Determinations. — 
Techniques employed in an effort to 
demonstrate, identify, and quantitate 
antibodies to C albicans included 
slide agar gel precipitation, with and 
without mercaptoethanol treatment 
of sera, quantitative precipitin tests 
with subsequent nitrogen determina- 


Fig 5.—High-power view of dermal infiltrate 
seen in Fig 4 shows it to be largely plasmacytic 
(hematoxylin-eosin, 
x 600). 


original magnification 
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tion for antibody level? and direct 
fluorescent antibody determination 
on freshly scraped scales and deparaf- 
finized skin sections from a biopsy 
specimen of the patient’s scalp. The 
Candida agglutination antibody titer 
was 1:320 in case 1 and 1:60 in case 2 
(normal, less than 1:60). The Candida 
precipitin antibody titer was 1:16 in 
case 1 and 1:2 in case 2 (normal, 0). 
Agar gel precipitin titers determined 
in the patients’ sera did not appear 
appreciably diminished after treat- 
ment with mercaptoethanol. This 
would indicate that the anti-Candida 
precipitins were largely in the IgG 
class. The anti-Candida antibody ti- 
ter was quantitated by nitrogen de- 
termination using a purified prepara- 
tion of C albicans cell wall mannan. 
In case 1, approximately 133yg/ml of 
antibody nitrogen was detected, 
which represented about 946 of the 
patient's total circulating IgG. In case 
2, 56ug/ml of antibody nitrogen was 
detected, which was approximately 
596 of the patient's circulating IgG. 

Direct immunofluorescent staining 
of epidermal scales in case 1 indicated 
that antibody was coating all fungal 
elements. Staining was limited to the 
cell wall of the fungus. 

Lymphocyte Responses.— Lym- 
phocyte responses to phytohemagglu- 
tinin (PHA), Candida antigens, and 


Fig 6.— Large numbers of Candida pseudohy- 
phae within stratum corneum, extending into 
plugged hair follicle (case 1) (silver methenam- 
ine following diastase digestion, original magni- 
fication x 160). 
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trichophytin were performed as pre- 
viously described. Transformation 
was determined by morphologic crite- 
ria.!? 

Phytohemagglutinin stimulation of 
the lymphocytes of patient 1 on three 
separate occasions was always signif- 
icantly less than that of control indi- 
viduals (patient, 29%; controls, 62%). 
There was no significant stimulation 
of this patient’s lymphocytes (less 
than 1.5%) with either Candida cell 
wall or cytoplasmic antigen, or with 
commercial oidiomycin or trichophy- 
tin. 

Phytohemagglutinin stimulation 
and trichophytin stimulation of the 
lymphocytes of patient 2 were normal 
on two occasions. There was no signif- 
icant stimulation of the patient’s 
lymphocytes with oidiomycin (1.6%). 

The macrophage migration inhibi- 
tion test using oidiomycin as the anti- 
gen was performed by M. Lochshin, 
MD, of the Hospital for Special Sur- 
gery, New York. The results were 
negative in both cases (migration 
index of 1.00 in case 1 and 0.94 in 
case 2). 


Comment 


The source of C albicans in patients 
with candidiasis is probably endoge- 
nous. This microorganism may be 
present as a commensal in the ali- 
mentary tract of approximately 20% 
of normal individuals." The patho- 
genesis of CMC is presumably related 
to changes in the host’s defense mech- 
anisms. Clinical manifestations fre- 
quently begin in infancy or childhood 
with involvement of the skin, nails, or 
mucous membranes. Extension of the 
disease to the viscera, other than the 
esophagus, however, is rare.'” 

In addition to infection with C albi- 


Fig 7.—Involvement of six fingers with 


marked dystrophy of nails and associated paro- 
nychia (case 2). 





cans, multiple fungal infections asso- 
ciated with this disorder have been 
reported.‘ Three different fungi were 
isolated from patient 1; two were 
dermatophytes. These organisms are 
not normally present on skin and 
their isolation from extensive cuta- 
neous lesions supports the concept of 
a deficiency in the hosts defense 
mechanism. The exact deficiency that 
favored a shift from a stable host par- 
asite relationship to fungal invasion 
and proliferation in the skin of both 
patients is not clear. 

Chronic mucocutaneous candidi- 
asis has been associated with endocri- 
nopathies, such as hypoparathyroid- 
ism, Addison disease, ovarian insuf- 
ficiency, and thyroid abnormalities.' 
Progressive polyendocrinopathy has 
been reported in children with chron- 
ic candidiasis, and it has been sug- 
gested that periodic complete endo- 
crine reevaluation be performed.!'?* 
In the present study, previously un- 
detected hypothyroidism was found 
in the son. Both mother and son dem- 
onstrated elevated antithyroglobulin 
titers. Kirkpatrick et al found the 
mean age of onset of the candidiasis 
to be three years, whereas the mean 
age of onset of endocrine disease was 
12.8 years.‘ 

Previous case reports of familial 
patterns of CMC have primarily indi- 
cated sibling or a horizontal inheri- 
tance pattern. The manifestations of 
the disease in our two patients were 
different. The mother showed granu- 
lomatous lesions without endocrinop- 
athy, while the son had an oro-ungual 
distribution and an endocrinopathy. 

In the two cases studied, the hu- 
moral immune responses were intact 
as measured by isoagglutinin titers, 
immunoglobulin levels, and serum 
agglutinating and precipitin antibod- 
ies against C albicans. Quie and 
Chilgren"? speculated that these anti- 
bodies might prevent dissemination 
of the Candida infection and that 
they may also contribute to the per- 
sistent local inflammation found in 
mucocutaneous candidiasis. There 
are additional serum factors that are 
nonspecific and have been reported to 
be either inhibitory or lethal to C al- 
bicans. Roth and Goldstein described 
a growth depressing substance that 
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appears to be related to the nonspe- 


cific growth inhibitory effects of | 


transferrin. 


Neutrophil function, evaluated by 


a number of procedures, confirmed 
previous studies that these cells are 
not specifically involved in the patho- 
genesis of this disease.1¢!7 Perhaps 
normal phagocytic activity of such 
patients indicates why this never 
goes beyond a superficial but chronic 
infection. 

Evaluation of the patients’ cellular 
immune response revealed negative 
skin tests to C albicans and other 
commonly used antigens. It has been 
reported that approximately 80% of 
normal adult subjects have positive 
delayed skin tests to C albicans.'8 
Neither patient could be sensitized to 
dinitrochlorobenzene. In vitro studies 
of cellular immunity demonstrated 
that the mother’s lymphocytes in cul- 
ture were not stimulated by C albi- 
cans or trichophytin antigens. Her 
response to PHA was significantly 
depressed. The son’s lymphocytes did 
not respond to stimulation with Can- 
dida antigens, but were stimulated 
by trichophytin and by PHA. 

Lymphocytes from normal individ- 
uals produce numerous soluble me- 
diators when cultured with a specific 
antigen. These factors include a mi- 
gration inhibitory factor (MIF), 


chemotactic factor, a cytotoxic factor, 


and factors that recruit nonsensitized 
cells into DNA synthesis.* The lym- 
phocytes of both patients did not pro- 
duce measurable MIF when cultured 
with oidiomycin. 

Cellular immunodeficiencies in 
CMC apparently may vary from mild 
to severe.? It is not surprising that the 
use of topical anti-Candida agents 
produced insignificant improvement. 
This type of treatment is directed 
only to the organism and does not 
correct the specific defects in cellular 


immunity of the host. 


S. Douglas, MD (Mount Sinai Hospital, New 
York) performed the quantitative nitroblue tet- 
razolium test and myeloperoxidase stain. 


Nonproprietary Names and 
Trademarks of Drugs 


Amphotericin B — Fungizone. 
Tolnaftate — T'inactin. 
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Answer.—c; Malignant and benign acanthosis nigricans show no reliable clinical 
or histologic differences except possibly the association of pruritus with the malignant 
form. Genetic cases, following an autosomal dominant inheritance pattern, have been 
reported. In many of the cases reported to be associated with endocrinopathy, obesity 
is not present; when obesity is present, acanthosis nigricans may or may not be related 
to the course of the dermatosis. 

Brown J, Winkelmann RK: Acanthosis nigricans: A study of 90 cases. Medicine 
47:33-51, 1968. (For question, see page 256.) 
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Penile Venereal Edema 


Henry Wilde, MD, COL John Price Canby, MC, USA, 


Bangkok, Thailand 


A friction injury of the penis, venereal in 
origin, is described. Usually occurring in 
circumcised individuals, it appears several 
hours after repeated vigorous intercourse 
with a passive partner. No treatment is 
needed. 


(I lesions due to gonorrhea, 
chancroid, syphilis, lympho- 
granuloma venereum, and herpes 
simplex are commonly seen through- 
out Southeast Asia. To our knowl- 
edge, such a traumatic venereal lesion 
of the penis has not been previously 
reported. It seems to be peculiar to 
young military personnel who have 
been on isolated duty. 


Report of a Case 


A 23-year-old soldier appeared at US 
Army Hospital, Bangkok, Thailand, the 
morning after his arrival for a "rest and 
recreation" leave after six months' duty at 
an isolated fire base in Vietnam. Due to 
the isolation of his assignment, he had 
been sexually abstinent for a period of 
several months. Upon his arrival in Bang- 
kok, he had intercourse with a prostitute 
for a total of about six times throughout 
the evening. A condom was not used and 
his partner was rather passive and non- 


participating. His penile lesion developed 


the morning after arrival. 

He had been circumcised and the ede- 
matous area involved approximately 3096 
of the mucosal surface of the remnant pre- 
puce (Figure). The skin was not abraded; 
the area was only slightly tender. A ure- 
thral smear and VDRL test for syphilis 
were negative. 
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Typical penile lesion. 


With sexual abstinence, the friction in- 
jury of the penis rapidly healed. 


Comment 


Approximately 30 patients who had 
this lesion have been seen at the US 
Army Hospital, Bangkok, during the 
last four years. It seems to be limited 
almost exclusively to young, vigorous 
personnel who come to Thailand from 
isolated locations in Vietnam. It is 
also seen among tourists who arrive 
from Europe. The lesion usually oc- 
curs in circumcised individuals and 
appears almost exclusively after the 
first night in Bangkok. In most in- 
stances, the partner is described as 
sexually nonparticipating and pas- 
sive. 

This lesion presents a diagnostic 
problem for the uninitiated physi- 
cian. However, a correct diagnosis 
can be made based on a history such 
as in our patient and the absence of 
ulceration, adenopathy, urethral dis- 
charge, paraphimosis, or significant 
incubation period which are charac- 
teristic of edema of venereal origin. 
Rapid recovery occurs after sexual 
abstinence. 
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Circulating Antibodies in 
Cicatricial Pemphigoid 


Paul Danizig, MD, Albany, NY 


Cicatricial pemphigoid is a chronic, scar- 
ring, vesiculobullous eruption, with a theo- 
retical autoimmune cause. It is closely re- 
lated to bullous pemphigoid, yet unlike bul- 
lous pemphigoid, no circulating antibodies 
have been found. We present here a patient 
with cicatricial pemphigoid with circulating 
antibodies to the basement membrane 
zone of the skin, thus giving more evidence 
for it being an immunologic disease and for 
rationale for treatment. 


icatricial pemphigoid (benign 
mucous membrane pemphigoid) 
is a vesiculobullous eruption charac- 
terized by three features: chronic 
course; tendency of lesions to heal 
with scarring; and predilection of 


: mucous membranes, including oral 


mucosa, conjunctiva, larynx, esopho- 
gus, glans penis, and vaginal mu- 
cosa. Clinically and histologically, 


the bullae are identical to those in . 


bullous pemphigoid. In bullous pem- 
phigoid, antibodies have been demon- 
strated both by direct and indirect 
immunoflourescence to be deposited 
at the basement membrane zone, 
thus supporting an autoimmune 
cause.? However, only recently have 
in vivo antibodies been found in cica- 
tricial pemphigoid while numerous 
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attempts at finding circulating anti- 
bodies have been negative.? The fol- - 
lowing report is of a case of cicatricial 
pemphigoid with serum antibodies. 


Report of a Case . 


A 59-year-old white woman with an 
eight-year history of a vesiculobullous 
eruption was referred to the Albany Medi- 
cal Center Hospital in August 1972. It 
began as slightly tender blisters which 
appeared in her mouth and which over a 
period of several months, spread to her 
hands. She was seen by a dermatologist 
who prescribed a regimen of prednisone, 
which gave her partial relief. After about 
one year, her lesions increased in number 
and she was admitted elsewhere for a 
complete dermatologic workup. During 
her hospitalization, the patient had sever- 
allaryngeal "cysts" removed, a tonsillecto- 
my and a thyroid cystectomy. She then 
received a greater dosage of prednisone, 
which kept the disease partially con- 
trolled. Between 1966 and 1968, the pa- 
tient had only occasional blisters but did 
develop hoarseness. In 1968, the disease 
once again flared up, lesions developed on 
her shoulders and chest. The prednisone 
was increased and a regimen of metho- 
irexate was begun. However, this also 
failed to arrest the disease. She began to 
develop weakness in her legs, probably 
secondary to steroid myopathy. In Septem- 
ber 1971, the methotrexate was discontin- 
ued, a regimen of azathioprine (Imuran) 
was prescribed, and prednisone was de- 
creased. At that time, x-ray films of hips 
disclosed bilateral aseptic necoris of fem- 
oral heads. Between September 1971 and 
August 1972 the patient had done well on 
azathioprine, 150 mg daily and predni- 
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Fig 1.—Patient's hand illustrating erosions, 
scarring and vitiliginous changes. 


sone, 10 mg daily. However, she had devel- 
oped dysphagia and lost 11.3 kg. Three 
weeks prior to admission at the Albany 


Medical Center Hosptial, conjunctivitis of 


the left eye developed. 

The patient’s past history and family 
history were normal; social history dis- 
closed that the patient was a social drink- 





er, but, was otherwise normal. Review of 


systems discloses vitiligo, which began in 
1964 and has gradually become general- 
ized. 

Physical Examination.—The patient 
was a well-developed, well-nourished 59- 
year-old white woman, alert, well orient- 


ed, and in no acute distress. At the time of 


the physical examination, the patient’s 
temperature was 36.6 C; pulse rate, 80 
beats per minute; respiration, 20/min; 
and blood pressure, 124/66 mm Hg. 

The patient had erythema with several 
erosions on both hands, dorsum and 
palms. There was severe scarring of the 
fingers (Fig 1), and toenails. The patient 
also had several areas of erythema with 
surrounding milia on upper chest and 
back. There were several scattered, slight- 
ly atrophic areas with cigarette-paper type 
scarring at the chest and back. General- 
ized vitiligo, involving all areas except the 
dorsum of hands and feet was present. 

One bulla and one erosion were present 
in the buccal mucosa (Fig 2). The left eye 


showed conjunctival injection. Results of 


examinations of the head, eyes, nose, ears, 
and throat were within normal limits. The 
lungs were clear when intermittent posi- 
tive pressure and aspiration tests were 
performed. Neurologic findings, the heart, 
and the extremities were all normal. No 
organomegaly was found in the abdomen; 
the genitals were normal except for a fixed 
cervix with vaginal adhesions. 

Urinalysis, complete blood cell count 
(except for differential, which showed de- 
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Fig 2.—Patient’s tongue showing tense bulla 


on erythematous base and erosion posterior 


to it. 


creased lymphocytes), serum electrolytes, 
blood urea nitrogen, blood glucose, auto- 
mated multiple analysis system, electro- 
cardiogram, chest x-ray film, and upper 
gastrointestinal tract were all within 
normal limits. The x-ray films of the hips 
showed bilaterial aseptic necrosis of the 
hips. 

Hospital Course.—The azathioprine 
therapy was discontinued shortly after 
admission, and within 48 hours, bullae 
started to develop on her back. Biopsy 
specimens were taken, with one being 
stained with hematoxylin-eosin, and 
immunofluorescence studies being done on 
the other. A simultaneous blood sample 
was drawn and sent for an antibody titer. 
Indirect laryngoscopy showed scarring 
with almost complete closure of vocal 
cords. A biopsy specimen of the oral mu- 
cosa lesion was done and only showed foci 
of necrosis and acute inflammation. Con- 
sultation with an ophthalmologist dis- 
closed that the patient had dry eye syn- 
drome secondary to cicatricial pemphi- 
goid. Because of development of multiple 
bullae on skin and oral mucosa, azathio- 
prine therapy was reinstituted at 50 mg, 
three times a day and she was discharged 
with no active lesions. 

Immunofluorescence. — For direct im- 
munofluorescence, a 4 mm-punch biopsy 
specimen from a bullous lesion was im- 
mediately frozen in dry ice and used. 
For indirect immunofluorescence, 10 ml 
of freshly frozen serum was used. Indi- 
rect immunofluorescence was done on se- 
rum diluted to 1:10, 1:20, 1:40, and 1:80. 
Antibody concentration was 5 mg per mil- 
liliter. Fluorescein-protein ratio was 3.5 
with 5.2 mg protein per milliliter 

The indirect immunofluorescence was 
done by adding the patient's serum and 
fluorescein-labeled antiserum to human 
IgG to rabbit esophagus. The results, as 





Fig 3.— Indirect immunofluorescence show- 
ing deposition of IgG on esophogeal basement 
membrane. 





Fig 4.— Direct immunofluorescence showing 
IgG deposited at the dermoepidermal junction. 
Epidermis was lost in this preparation. 





Fig 5.— Direct immunofluorescence showing 
IgG deposited along basement membrane sur- 
rounding hair bulb. 





Fig 6.—Direct immunofluorescence showing 
IgG deposited on basement membrane of apo- 
crine gland. 


shown by Fig 3, show deposition of IgG at 
the dermoepidermal junction. No deposi- 
tion was observed in the epidermis. The 
titer was 1:40. A control using normal 
human serum was negative. 

The direct immunofluorescence was 
done by adding fluorescein-tagged anti- 
serum to IgG to the skin biopsy specimen. 
As shown by Fig 4, 5, and 6, deposition of 
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IgG was seen at basement membrane of 
dermoepidermal junction as well as 
around hair follicles and around apocrine 
sweat ducts. A control using normal hu- 
man skin was negative. . 


Comment 


Findings -of serum antibodies in 
pemphigus and bullous pemphigoid 
have provided substantial evidence 
into the pathogenesis and rationale 
for treatment in these diseases. Un- 
til recently, the pathogenesis of bul- 
lae in cicatricial pemphigoid has been 
obscure and the chronicity and resist- 
ance to treatment have been difficult 
to explain. However, with the reports 
of Bean et al the initial evidence 
was presented for the cause of cicatri- 
cial pemphigoid. These authors were 
able to find immunoglobulins bound 
directly to tissue but were unable to 
find circulating antibodies to base- 
ment membrane zone. They hypoth- 
esized that all of the antibody in this 
disease is bound to the tissue so that 
the titer in the serum was too low to 
measure. They stated that bullous 
pemphigoid is related to cicatricial 
pemphigoid as systemic lupus erythe- 
matosus is related to discoid lupus 
erythematosus; ie, in one a circulat- 
ing antibody is found and the disease 
does not scar, while in the other, no 
circulating antibody is found and the 
sequelae is scarring. 

Yet, according to Sams; autoim- 
munity in bullous pemphigoid is not 
substantiated until circulating anti- 
bodies have been found, since in vivo 
staining simply proves the binding 
sites and not the location of the anti- 
body. Other evidence which supports 
the autoimmune theory of this dis- 
ease include: chronicity; polymor- 
phonuclear leukocytes in the infil- 
trate; an antibody that binds comple- 
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ment; and antibody and complement 
found at same binding site. On ex- 
trapolation of these criteria to cicatri- 
cial pemphigoid, chronicity, polymor- 
phonuclear leukocyte infiltrate, com- 
plement binding antibody, and anti- 
body and complement at the same 
binding site have previously been 
found. We have found the presence of 
sefum antibodies in cicatricial pem- 
phigoid which places it in the same 
class of diseases as pemphigus and 
bullous pemphigoid. The circulating 
antibody in this case has the same 
immunofluorescent staining charac- 
teristics as that found in bullous 
pemphigoid. As shown by Fig 3, 4, 5, 
and 6, immunofluorescence is exhibit- 
ed by deposition of IgG at the base- 
ment membrane zone of the apocrine 
glands and skin. 

Why this disease differs from bul- 
lous pemphigoid in its sites of pre- 
dilection, chronicity, and sequelae is 
difficult to explain. Some authors be- 
lieve this to be a forme fruste of bul- 
lous pemphigoid. Yet because of simi- 
lar binding sites and different clinical 
course, this may represent and IgG 
distinct from that in bullous pemphi- 
goid. The reaction of IgG in this case 
for apocrine basement membrane and 
hair follicle basement membrane 
may represent a less specific or a 
more affinitive antibody than that 
found in bullous pemphigoid. 

Even though serum antibodies 
have been demonstrated, many ques- 
tions remain to be answered. It is 
impossible to determine if the titer of 
circulating antibody has any correla- 
tion with the activity of the disease. 
The chronicity and the undulating 
nature of this disease would require a 
prolonged study in this patient to 
determine such a correlation. If this 
disease is truly a forme fruste of bul- 


lous pemphigoid, no correlation 
should be expected. 

Finally, the finding of circulating 
antibodies supports the use of immu- 
nosuppressive medication in the 
treatment of this disease. Past re- 
ports on the use of steroids has shown 
only mild effectiveness and the length 
of this illness makes steroid treat- 
ment quite hazardous. Reports on the 
use of methotrexate in cicatricial 
pemphigoid have shown partial suc- 
cess. Now that autoimmune basis of 
this disease has been advanced, treat- 
ment with cytotoxic agents, such as ` 
azathioprine, which was successful in 
this patient or methotrexate might be 
more beneficial. À controlled study is 
warranted. 

In summary, we have demonstrat- 
ed circulating antibodies in cicatri- 
cial pemphigoid with report of a case. 
This finding has advanced the au- 
toimmune cause of this disease and 
supplied evidence toward rational 
therapy. 


Ulrich Rudofsky, MS, of the State Health 
Department, Albany, NY, performed the immu- 
nofluorescent studies. 

The patient was referred to us by Bernard 
McEvoy, MD, Schenectady, NY. 

Westwood Pharmaceuticals, Inc, Buffalo, NY, 
paid for the cost of color reproduction. 
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Yellow Nail Syndrome 


Response to Vitamin E 


Samuel Ayres, Jr., MD, Richard Mihan, MD, Los Angeles 


The yellow nail syndrome includes slow- 
growing, opaque yellow nails with exagger- 
ated lateral curvature, lymphedema, and 
chronic respiratory disorders such as 
chronic bronchitis, pleural effusions and 
chronic sinusitis. The nail changes may 
precede the lymphedema by a number of 
years and may persist for many years. In 
one reported case the yellow nails had per- 
sisted for 41 years. 

A case is described in which the classi- 
cal yellow nails, of 11 months’ duration, 
returned to normal within 6'/ months after 
oral treatment with vitamin E in the form of 
d, a-tocopheryl acetate, 800 international 
units daily was begun, and with parallel 
improvement of an associated chronic 
bronchitis and chronic sinusitis. 


he yellow nail syndrome, first 

reported by Samman and White 
in 1964! consists of a rare dermato- 
logical manifestation of yellow, thick- 
ened nails, involving both fingernails 
and toenails, usually associated with 
lymphedema of the ankles or face, 
and frequently with respiratory dis- 
orders such as chronic bronchitis, 
chronic sinusitis, and, occasionally, 
pleural effusions. 
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Fig 1.— Yellow nail syndrome, showing thick- 
ened yellow nails with exaggerated lateral cur- 
vature. 





Fig 2. — Six and one-half months after begin- 
ning treatment with vitamin E, 800 IU daily, 
nails have resumed normal growth, with resto- 
ration of pink nail beds and lunulae. 


The nails are thickened, yellow in 
color, and opaque so that the lunulae 
are no longer visible. They have an 
exaggerated lateral curvature, and 
their rate of growth is slowed to the 
point that they need filing or trim- 
ming only once every two or three 
months. Cuticles are frequently ab- 
sent, and, in some cases, swelling of 
the periungual tissues suggests a 
chronic paronychia. The nail changes 
may precede the clinical evidence of 
lymphedema by a number of years, 
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and once established, may persist for 
many years. In one reported case the 
yellow nails had persisted for 41 
years. Partial spontaneous recovery 
has been reported in a few cases after 
long intervals, but no effective thera- 
py has been suggested. 

Among a total of at least nine con- 
tributions to the literature on the yel- 
low nail syndrome, various aspects of 
the syndrome have been investigated. 
Lymphangiographic studies in some 
cases showed impaired lymph drain- 
age. It was felt that the abnormal 
appearance of the nails was probably 
dependent upon the slow rate of 
growth, which in turn was probably 
due to the impaired lymph drainage. 
Emerson? suggested that an other- 
wise unexplained pleural effusion 
may occur in patients with chronic 
lymphedema and be due to some defi- 
ciency in the lymphatics draining the 
pleural space. Dilley et al? in 1968 
reviewed the literature dealing with 
various combinations of primary 
lymphedema, pleural effusions, and 
yellow nails. Of a total of 26 cases, 
four had yellow nails only, 13 had yel- 
low nails and lymphedema, three had 
yellow nails, lymphedema, and pleur- 
al effusions; whereas, six showed 
lymphedema and pleural effusions 
without yellow nails. One of their 
patients had chronic sinusitis, which 
was present in our case. Other refer- 
ences are listed.*? 


Report of a Case 


A 65-year-old woman had noticed that 
during the preceding 11 months her fin- 
gernails and toenails had "stopped grow- 
ing" and had become thickened and 
yellowish in appearance. For the past 
eight months she had been under a doc- 
tor's care for chronic bronchitis and chron- 
ic sinusitis, and had noticed occasional 
slight puffing of the eyelids. For the past 
30 years she had noted numbness and 
tingling of the fingertips occurring nearly 
every day and lasting a few minutes. For 
the past ten years she had experienced 
nocturnal leg cramps on an average of 
once a month, and for the past two years 
she had had intermittent claudication 
after walking short distances. — 

Upon examination, all of the fingernails 
and toenails presented the classical 
thickened, opaque, yellowish appearance, 
with absence of lunulae and exaggerated 
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lateral curvature. There was slightly 
greenish discoloration along the edges of 
several fingernails, probably due to sec- 
ondary bacterial infection. 

The patient was presented before the 


March 1971 meeting of the Los Angeles - 


Dermatological Society, where there was 
general concurrence in the diagnosis of 
yellow nail syndrome. Later that month 
the patient underwent a complete exam- 
ination at the Scripps Clinic in La Jolla, 
Calif. Richard B. Stoughton, MD, of the 
Scripps Clinic summarized the findings 
by agreeing with the diagnosis of yellow 
nail syndrome in spite of the lack of obvi- 
ous lymphedema at the time of her exam- 
ination. There was also evidence of an 
occlusive type of peripheral vascular 
disease, chronic bronchitis, and chronic 
sinusitis which he felt very definitely 
might be associated with the yellow nails. 
Antrostomy was recommended for the 
chronic sinus condition. 

Treatment with vitamin E in the form of 
d, a-tocopheryl acetate, 400 international 
units (IU), twice daily before meals was 
begun on Nov 30, 1970. Three months lat- 
er (March 1, 1971) the nails still showed 
yellow discoloration and thickening, at 
which time they were photographed (Fig 
1). The nocturnal leg cramps and the in- 
termittent claudication, however, were 
much improved. On April 5, 1971, approxi- 
mately four months after vitamin E thera- 
py was begun, the patient stated that her 
nails had started to grow during the pre- 
ceding two months, for the first time in 
over a year. On this visit the proximal por- 
tions of the nails were pink with normal- 
appearing lunulae, and the nail folds were 
adherent. She stated that the nocturnal 
leg cramps and intermittent claudication 
were markedly improved and that she 
could walk three or four blocks without 
discomfort. She had experienced no more 
numbness of the fingers during the preced- 
ing month. Improvement continued and 
when the fingernails were rephotographed 
June 16, 1971, 67/2 months after beginning 
treatment with vitamin E, they appeared 
to be growing in normally (Fig 2). 

A letter from the patient on Oct 30, 
1972, nearly two years after her first visit, 
indicated that she was still taking vitamin 
E, but had reduced the dose from 800 IU to 
400 IU daily. She said the nails had re- 
mained normal, she had had no further 
edema of the eyelids or elsewhere, had 
been free of nocturnal leg cramps, inter- 
mittent claudication and numbness of the 
fingers. A recent examination including x- 
ray films of the sinuses showed no indica- 
tion for surgery. She still had a bronchial 
cough but felt there had been a definite 
improvement. 


Comment 


Our rationale for trying vitamin E 
on our patient with the yellow nail 
syndrome was based on our previous 
experience with its favorable effect on 
several dermatological conditions 
associated with impairment of vascu- 
lar tissues, such as several types of 
vasculitis, Raynaud phenomenon, 
and stasis ulcers. We felt that if an 
impairment of lymphatic tissue caus- 
ing lymphedema was an underlying 
factor in the development of the yel- 
low nails, by analogy, vitamin E 
might possibly restore the lymphatic 
vessels to a normal state of function. 

While it is obvious that no final 
conclusions can be drawn from a sin- 
gle case, it is nevertheless true that 
in a careful review of the literature, 
this is the only patient who has made 
a satisfactory response to any thera- 
peutic agent in all three manifesta- 
tions of the syndrome, yellow nails, 
lymphedema, and chronic respiratory 
symptoms, and all within a period of 
five months. It is interesting to note 
that as beneficial side-effects, the noc- 
turnal leg cramps and evidences of 
peripheral vascular disease, includ- 
ing paraesthesias of the fingers and 
intermittent claudication, also sub- 
sided. During a two-year follow-up 
study, she has remained entirely free 
of symptoms, with the exception of an 
occasional bronchial cough, on a con- 
tinuing maintenance dose of 400 IU 
daily of d, a-tocopheryl acetate. 
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Letters to the Editor 


Comment on Topical Lomustine 
- Therapy for Psoriasis 


To the Editor. —The paper by Peck 
et al on topical lomustine therapy for 
psoriasis, which appeared in the 
ARCHIVES (106:172, 1972), weakens 
the efforts of those working in the 
trying area of drug efficacy. This re- 
port emphasizes the current need for 
a cadre of experienced clinical phar- 
macologists. 

Though I have no experience with 
the nitrosoureas, it is a possibility, 
especially in view of Zackheim's pa- 
per in the same issue, that these 
agents might prove exceedingly bene- 
ficial for both psoriasis and mycosis 
fungoides. 

To begin with, Peck et al assert 
that the "double-blind" format was 
followed. Since lomustine provoked 
an irritant dermatitis so ferocious as 
to leave intense hyperpigmentation 
and telangiectasia, it would seem that 
the investigators were literally blind. 
All too often, nowadays, scientists are 
at pains to show that they have ful- 
filled the religious requirements of 
the order that happens to be domi- 
nant at the time. In this case, the 
authors carried out the official ritual, 
but to pretend blindedness is a bit 
freakish. One wonders too why, with 
the prospect of such inflammatory 
reactions, the substance was applied 
twice daily rather than once. 

With a potent, marrow-suppressing 
drug such as lomustine, it would be 
exceedingly unwise to treat more 
than 20% of the body surface until 
one had worked out the details of 
treatment on circumscribed small 
areas. Psoriasis occurs in convenient 
discoid placques; single lesions can be 
used for pilot-testing the obvious 
variables of concentration, vehicle, 
and frequency of application. More- 
over, the investigators used 1% lomus- 
tine in petrolatum, but we are not 
told whether other vehicles and other 
dosage schedules were evaluated. As 
with topical nitrogen mustard, it 
might have been preferable to use 
freshly prepared aqueous or hydro- 
alcoholic solutions with far lower 
concentrations. 

The authors achieved really strik- 
ing results that evidently did not in- 
spire them as much as myself. Not 
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only was there complete clearing, but 
the remissions obtained were impres- 
sively long-lasting, 18 months in four 
of nine patients. In addition, the drug 
apparently did not cause contact sen- 
sitization, the feature that deprives 
mechlorethamine of being an almost 
perfect topical therapy for psoriasis. 

Ido hope that all serious investiga- 
tors will deplore the statement that 
the “temporary bone marrow sup- 
pression in two patients must pre- 
clude further use of topical lomus- 
tine.” I regard this caveat as a pious 
declaration by those who wish to 
avoid criticism by peers and supe- 
riors. 

These are indeed difficult times 
when research on a promising new 
agent is foreclosed on the basis of 
temporary side-effects that might 
have been prevented. Psoriasis is a 
serious disease, common enough to 
justify the risk of using potentially 
toxic drugs in its treatment. Testing 
drugs does try the intelligence and 
weighs heavily upon the investigator 
who must avoid spurning a drug as 
useless when in fact it is beneficial or 
rejecting it because of toxicity when 
thoughtful study might yield an ac- 
ceptable therapeutic index. That it 
requires experience and courage as 
well as knowledge to introduce a po- 
tent drug into practice is exemplified 
by the travails of levodopa (L-dopa) 
before its use reduced parkinsonism 
from a scourge to a scare. Because it 
was at first improperly employed, dig- 
italis fell into disuse for almost a 
hundred years after its discovery. 
The human cost of that error was in- 
calculable. 

ALBERT M. Kiicman, MD, PHD 
Philadelphia 


Reply 


To the Editor. —Hyperpigmenta- 
tion, Inflammation and Double- 
Blind Format. — Hyperpigmentation 
developed without preceding inflam- 
mation, usually after two weeks of 
topical lomustine therapy for psoria- 
sis. Clinieal clearing, however, usu- 
ally accompanied the appearance of 
hyperpigmentation or followed it by 
at most one week. Hyperpigmenta- 
tion without preceding inflammation 
has been reported with other 
nitrosoureas'? and with nitrogen 
mustards.? Postinflammatory hyper- 


pigmentation did develop, especially 
in intertriginous areas, but this was a 
much later development. Inflamma- 
tion did not develop in every patient, 
and in those that did develop intense 
inflammation, it was usually limited 
to intertriginous areas. Thus, our 
study, like any double-blind study 
that involves an active agent, was 
double-blind up to the point when a 
unilateral effect occurred. 

Percent Body Surface Treated.— 
As can be seen from the table in our 
article, the total applied dose is more 
important than the percent of body 
surface treated. Of the three patients 
treated on 2046 or more of their body 
surface, only one developed toxicity. 
The mean and median percent body 
surface treated in our study were 14% 
and 1596, respectively. Furthermore, 
we initially tested topical lomustine 
in the treatment of basal cell epithe- 
lioma and found it to be nontoxic, 
nonirritating, and partially effective, 
prior to using it in a more widespread 
manner in psoriasis (unpublished ob- 
servations). 

Drug Concentration, Frequency 
of Application, Vehicle, and Sta- 
bility.—Lomustine ointment, 0.1%, 
was ineffective, as stated in the pa- 
per; we then used 1.0%. Twice a day 
application was not considered exces- 
sive because it was usually two weeks 
before any clinical response was not- 
ed. Topical lomustine therapy was 
discontinued in those patients who 
developed intense intertriginous in- 
flammation, and, if resumed, was 
then used once daily. Petrolatum was 
chosen as the vehicle because of the 
great instability of lomustine in 
aqueous solution.** The decomposi- 
tion products of lomustine, further- 
more, have been found to be thera- 
peutically inactive.’ The nitrosoureas 
are also unstable in propylene glycol, 
95% alcohol (ethanol), and absolute 
alcohol, especially at room tempera- 
ture and unprotected from light. Data 
obtained from the National Institutes 
of Health Pharmaceutical Develop- 
ment Service show that carmustine, a 
congener nitrosourea to lomustine, 
undergoes 16% decomposition in pro- 
pylene glycol in four days at room 
temperature; lomustine undergoes 
50% decomposition in absolute alco- 
hol in 27 days at room temperature. 
In 95% alcohol, 50% decomposition of 
lomustine occurs in ten days.* Lomus- 
tine is most stable in absolute alcohol 
at 4 C and protected from light.* We 
chose an ointment base consisting of 
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30% liquid petrolatum and 70% white 
petrolatum over absolute alcohol as 
the vehicle for our study (1) in order 
to avoid the problems of stinging on 
application of alcohol to psoriatic 
plaques, (2) because evaporation of 
the alcohol vehicle may result in in- 
creased concentration of lomustine, 
and (3) enhanced percutaneous ab- 
sorption using alcohol as a vehicle 
could be expected, since the prep- 
aration of lomustine in petrolatum 
was a suspension rather than a so- 
lution. 

Present Clinical Usefulness. — 
The temporary bone marrow suppres- 
sion in two patients still must pre- 
clude widespread clinical use of topi- 
cal lomustine in psoriasis. One may 
speculate that, in view of Zackheim’s 
results with mycosis fungoides! and 
the experience with topical applica- 
tion of nitrogen mustard? immediate 
use of freshly prepared, aqueous alco- 
holic solutions of lomustine in con- 
centrations lower than 1% may be 
effective and even free of acute toxic- 
ity. Zackheim did in fact treat psoria- 
sis with the use of several nitrosou- 
reas up to 0.0596 in absolute alcohol, 
applied daily, made fresh weekly, and 
stored at 4 C, but obtained "inconsist- 
ent" results (written communication, 
March 1972). He later stated that by 
“inconsistent,” he meant that only a 
few patients responded initially, the 
responses were short-lived, and they 
did not respond to subsequent courses 
(verbal communication, February 
1973). Similar results have been re- 
ported with thiotepa, which was effec- 
tive in petrolatum, but not in lower- 
dose aqueous solution.?!? Although 
Zackheim did not observe bone mar- 
row depression at 0.05%, it may be 
likely at slightly higher concentra- 
tions. Assuming 10% percutaneous 
absorption, and that 40 ml is used 
daily to treat a patient with wide- 
spread psoriasis, then the total ab- 
Sorbed dose of daily application of 
0.196 lomustine would be 168 mg over 
a six-week period. Lomustine, in a 
dose of 130 mg/sq m, is usually given 
as a single injection once every six 
weeks, with resultant leukopenia and 
thrombocytopenia in most patients. 
Frequent small doses, which may be 
comparable in effect to daily topical 
therapy, provide more toxicity than 
the six-week single dose.? 

But even if acute toxicity could be 
avoided, chronic toxicity, including 
perhaps mutagenicity and carcinoge- 
nicity, which may not be dose-depend- 
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ent, is a considerable danger. In ro- 
dents, the nitrosoureas are known to 
be potent carcinogens that need no 
metabolic conversion to an active 
form.’ It is true that many carcino- 
gens have been or are now being used 
in the treatment of psoriasis; these 
include Fowler solution, x-rays, coal 
tar, ultraviolet light, nitrogen mus- 
tards, and, perhaps, methotrex- 
ate.'5:17 However, in reports that came 
to our attention after the study was 
completed, it was found that the ni- 
trosamines, which are closely related 
chemically to the nitrosoureas and 
are considered weaker carcinogens, 
have induced hepatomas in pri- 
mates.'8!9 With this demonstration, 
in our opinion, the further use of the 
nitrosoureas, and any other drug that 
is readily absorbed and carcinogenic 
to primates, is not justified in the 
treatment of patients who have be- 


nign disease whose life expectancy is: 


longer than 20 years. Additional ar- 
guments against the widespread use 
of topical lomustine therapy for psori- 
asis are that it cannot be used on the 
face due to long-lasting pigmenta- 
tion, nor in intertriginous areas be- 
cause of the intense inflammatory 
reactions produced in these locations 
even with the use of low concentra- 
tions. 

In summary, we are optimistic that 
other drugs equally as effective but 
much safer than lomustine will be 
found. For example, the Chemother- 
apy Division of the National Cancer 
Institute has approximately 200 
drugs that have been tested systemi- 
cally, but not topically, in man, and 
approximately 200,000 drugs that 
have been tested and failed systemic 
preclinical screens, but have not been 
tested topically. Plans are now being 
formulated to systematically screen 
these drugs for efficacy and safety in 
preclinical systems. While bone mar- 
row toxicity precludes widespread 
clinical use of topical lomustine at 
this time, we agree with the state- 
ment in Dr. Kligman's letter that, on 
the basis of the initial therapeutic 
results, additional clinical trials of 
the use of the drug on an experimen- 
tal basis were warranted. However, 
in view of the known toxicity of lo- 
mustine, we believe that the continu- 
ing search for a safe and effective 
treatment of psoriasis should concen- 
trate on the other available drugs. 
We agree with Zackheim that lomus- 
tine may well have a place in the 
treatment of mycosis fungoides, par- 


ticularly in the patient sensitive to 
the nitrogen mustards. 
Gary L. Peck, MD 
STEPHEN B. Guss, MD 
Douaras J. Key, MD 
Bethesda, Md 
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Mucosal and Lingual Psoriasis 


To the Editor.— The mucous mem- 
branes are occasionally affected in 
some cases of psoriasis.'* The lips 
were involved in 2% of 500 patients 
with psoriasis. Ten patients out of the 
500 cases studied had lip psoriasis, 
while five patients had mucosal psori- 
asis, ie, 1%, in the form of oral psoria- 
sis and psoriasis linguae (Fig 1). 





Fig 1.— Psoriasis of lip and tongue (psoriasis 
linguae). 


Before discussing the existence of 
mucosal psoriasis and psoriasis lin- 
guae in our patients, which was veri- 
fied by histologic examination of the 
materials obtained from skin lesions, 
mucocutaneous junctions, lips, buccal 
mucosa, and the tongue itself, we 
must refer in brief to the salient fea- 
tures of the histopathologic findings 
in these cases (Fig 2 and 3). 


Fig 2.—Histopathologic findings of psoriasis 
with marked parakeratosis and characteristic 
cellular infiltrate. 
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Fig 3. — Psoriasis, microabscess formation of 
a mucosal lesion. 


Lip and Mucocutaneous Junc- 
tion Cases.— Microscopic examina- 
tion of the mucosal psoriasis showed a 
picture more or less similar to psoria- 
sis of the skin. There was hyperkera- 
tosis, parakeratosis, and acanthosis, 
with elongation of the rete pegs form- 
ing test tube-like structures. The in- 
tervening papillae contained dilated 
capillaries and chronic inflammatory 
cell infiltration. This histologic pic- 
ture was consistent with the diagno- 
sis of psoriasis. 

Mucosal Psoriasis and Psoriasis 
Linguae.— Histologic examination 
of five patients proved the resem- 
blance of their disease to psoriasis, 
with microabscesses in two patients. 
The microabscesses were clearer in 
the tongue lesions. A third case was 
consistent with the histologic appear- 
ance of pustular psoriasis, as con- 
firmed by the demonstration of the 
spongiform pustule of Kogoj. 

The last two cases first presented 
histologic picture of leukoplakia, but 
on careful restudy they appeared to 
be psoriatic and not leukoplakic. 

Mucosal psoriasis is rare, and pso- 
riasis of the tongue is still more rare. 
Some authors deny its existence, but 
others reported cases. In reviewing 
the literature, we noticed that Kogoj, 
Reil, Gans, Usher, Becker, Ritchie, 
Noris, Yaffe, Schuppener, and others 
referred to the subject. 

The mouth lesions show redness, 
which is persistent and improves and 


flares with improvement and flaring 
of the skin lesions. Soreness is not a 
marked feature and is usually absent. 
There may be superficial ulcerations, 
especially about the tongue, and 
slight fissuring and peeling, but not 
in every case. 

Up till the moment, we can detect 
and diagnose lip psoriasis even if it 
exists alone. On the reverse, mucosal 
psoriasis (buccal and linguae), al- 
though suspected but not diagnosed 
as psoriasis unless it occurs on the 
body, the face, and the lips, and lip 
psoriasis may merge smoothly to the 
inside of the mouth to involve the oral 
cavity and tongue. All the reported 
cases in this study are of that catego- 
ry, and they are not limited to the 
mouth alone. 


Conclusion 


To my knowledge, this is the first 
report documented by histopathologic 
study of materials obtained from the 
before-mentioned sites in the Middle 
East. The study includes a number of 
cases of mucosal psoriasis and psoria- 
sis linguae to be added to the current 
literature. 

M. EL ZAwAHRY, MD 
Cairo, Egypt, United 
Arab Republic 
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Lamellar Ichthyosis and Psoriasis 


To the Editor. — The following is an 
unusual presentation of two epider- 
mal disorders in one patient. 


Report of a Case 


A 21-year-old man with a past his- 
tory of lamellar ichthyosis was first 
seen in the University Hospital at San 
Diego with a three week history of a 
papulosquamous eruption on the 
trunk, extremities (including the el- 
bows), and scalp. At the age of 14, the 
patient recalled having similar le- 
sions of short duration on the upper 
thighs. There was no family history of 
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ichthyosis or dry skin. A paternal 
uncle may have had mild psoriasis. 
No recent medications were taken. 

Physical examination showed a 
healthy young man with prominent 
loose scales over most of the body 
with sparing of his face (Fig 1). The 
palms showed a mild thickening of 
the epidermis. There was no noticea- 
ble ectropion. He also had the newly 
acquired scattered papulosquamous 
plaques on the trunk, hips, elbows, 
and in the scalp (Fig 1). 

Findings from routine laboratory 
tests were within normal limits. A 
specimen of ichthyotic skin from the 
right buttocks examined microscopi- 
cally was compatible with a diagnosis 
of lamellar ichthyosis (Fig 2). A biop- 





Fig 1.—Loose scales appear over most of 
body, with papulosquamos eruptions. 
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Fig 2.— Junction between ichthyotic and pso- 
riatic type lesion with parakeratosis on left and 
hyperkeratosis without parakeratosis on right. 
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Fig 3. — Psoriasis plaque with parakeratosis. 
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sy specimen of one of the papulosqua- 
mous lesions from the right hip was 
also taken. It showed regular elonga- 
tion of the rete ridges, elongation and 
edema of the papillae, thinning of the 
suprapapillary portions of the epider- 
mis, prominent spotty parakeratosis, 
and the presence of a granular layer 
(Fig 3). A well-developed granular 
layer with parakeratosis directly 
above was present which is unusual 
in cases of psoriasis. 

The patient was treated with topi- 
cally applied tretinoin (Retin-A); 
.05% solution. There was a marked 
decrease in scales on the treated 
side within one week. Recent suc- 
cess with topically applied treti- 
noin has been reported by other in- 
vestigators on both lamellar ichthy- 
osis and epidermolytic hyperkerato- 
sis but there does not seem to be any 
effect on the other types of ichthy- 
oses.! 


Comment 


Lamellar ichthyosis is inherited as 
an autosomal recessive characteris- 
tic? Frost et al? describe a form 
of psoriasiform erythroderma which 
may be present at birth. These infants 
have universal erythema, micaceous 
scales, and a family history of psoria- 
sis. Psoriasiform erythroderma occa- 
sionally develops later in life but is 
histologically and clinically indistin- 
guishable from psoriasis vulgaris. 
These children are actually instances 
of extensive psoriasis beginning in 
infancy or childhood. 

The present case appears to have 
two distinct disorders of epidermal 
maturation. Both psoriasis and la- 
mellar ichthyosis are disorders of cell 
renewal and maturation.? The causes 
of psoriasis and lamellar ichthyosis 
are not known. Psoriasis is believed 
to be a genetic disorder with variable 
penetrants of gene expression.? It is 
interesting to speculate whether the 
present individual has, in fact, two 
genetic disorders of epidermal matur- 
ation or an unusual phenotypic mani- 
festation of a single genotypic de- 
rangement. We were unable to find a 
similar reported case in the litera- 
ture. 

Howarp G. MirsrEIN, MD 
San Diego, Calif 
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Pigmented Purpuric Lichenoid 
Dermatosis With Hodgkin 
Disease 


To the Editor. — Though there are 
many nonspecific skin signs associ- 
ated with Hodgkin disease, the fol- 
lowing patient represents the first 
observation, to my knowledge, of 
pigmented purpuric lichenoid derma- 
tosis of Gougerot and Blum with 
Hodgkin disease. 


Report of a Case 


A 33-year-old white man was seen in the 
Dermatology Clinic at the Albany Medical 
Center in December 1972, complaining of 
a pruritic eruption of two years' duration 
that began on his legs and slowly spread to 
involve his forearms and lower abdomen. 
The patient had received no treatment for 
this and was otherwise in good health. 

Physical examination showed pigment- 
ed purpuric lichenoid papules on the legs, 
lower abdomen, and forearms. As part of a 
general routine workup, a chest x-ray film 
was taken and a mediastinal mass was 
found. A thoracotomy was performed and 
histopathologic studies were done. The 
patient was found to have massive medias- 
tinal lymph nodes that appeared to be 
Hodgkin disease. While the patient was 
hospitalized, a biopsy of the papules was 
done and the specimens showed dilated 
blood vessels with perivascular lymphocy- 
tic infiltrate. The patient received chemo- 
therapy for the lymphoma and Bmetha- 
sone cream, 0.1%, for the eruption, and he 
responded well. 


Comment 


There are many nonspecific cuta- 
neous findings that have been de- 
scribed with Hodgkin disease. These 
include generalized pruritus, urticar- 
ia, erythema nodosum, erythema 
multiforme, bullous pemphigoid, ex- 
foliative dermatitis, acquired ichth- 
yosis, keratosis pilaris, hyperpigmen- 
tation, purpura, nummular eczema, 
alopecia, and herpes zoster.' The esti- 
mates of occurrence of these signs 
have ranged from 25% to 50%. How- 
ever, the pigmented purpuric erup- 
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tions have not been implicated with 
Hodgkin disease and are presumed to 
be unrelated to any systemic illness.? 
It is difficult to determine if a true 
relationship occurred between these 
two illnesses in this patient, but their 
close chronological appearance sug- 
gests the possibility that one existed. 
It would be interesting to see if other 
dermatologists notice such a relation- 
ship between Hodgkin disease and 
the pigmented purpuric lichenoid 
dermatosis of Gougerot and Blum. 
Paur I. Dantzic, MD 
Albany, NY 
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‘Pityrosporum Folliculitis 


To the Editor.—In the March issue 
of the AncHIVES, Potter et al reported 
seven cases of pityrosporum folliculi- 
tis (107: 388, 1973). Two of their pa- 
tients had diabetes. They made the 
point that these cases do not respond 
to tetracycline or the usual topical 
measures. 

In 1969 to 1970, I encountered two 
patients similar to the ones men- 
tioned. In each case, the biopsy speci- 
mens revealed masses of spores in the 
section removed from the back. The 
first was a 25-year-old male artist 
who had been treated for the preced- 
ing year with tetracycline. He had 
been profusely perspiring for no ap- 
parent cause. The second patient was 
a 40-year-old housewife with positive 
latex fixation and mild rheumatoid 
arthritis who has never received ste- 
roid therapy. 

Successful therapy in these cases 
consisted of topically applied 20% 
aqueous sodium thiosulfate three 
times daily. 

The association of tinea versicolor 
and perspiring has been raised be- 
fore. Recently, I treated a member of 
our staff for unilateral tinea versi- 
color in the flank, corresponding to a 
nerve segment injured by a broken 
rib. I thought I had an incident of 
"trophic" change and sweat "dysfunc- 
tion," although none was noted clini- 
cally. At our staff conference, Dr. Pe- 
ter Pochi had a more practical idea, 
namely, the patient had avoided 
washing the injured nerve segment 
because of pain and thus, the presen- 
tation in the unusual pattern. 

I might add that I have not ob- 
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served the papular and pustular le- 
sions described by Potter et al in tin- 
ea versicolor patients, nor did either 
of my two patients complain of prior 
tinea versicolor. The pathogenetic 
sequence of pityrosporum folliculitis 
remains to be explained in terms 
more forceful than guilt by associa- 
tion. Some ideas are presented by 
Potter et al. No doubt further reports 
of patients with reduced immunologi- 
cal efficiency will be found. I recall 
that Malkinson and Boardman found 
tinea versicolor in patients receiving 
steroids in the Arthritis Clinic at the 
University of Chicago while studying 
cases of ulcerative colitis and region- 
al enteritis (Arch Dermatol 85:44, 
1962). Time will clarify whether the 
disease or the steroid is more impor- 
tant and whether the yeast is “rest- 
ing” or “working.” 

Howanp S. YaFFEE, MD 

Boston, Mass 


Eccrine-Centered Nevus 


To the Editor.—In an article titled 
“Eccrine-Centered Nevus,” which 
appeared in the Arcuives (107:59, 
1973), Mishima stated that “a pecu- 
liar clinical form of pigmented nevus 
consisting of grouped pigmented pap- 
ules was illustrated by Scholtz in 
1932.! This unusual type of nevus has 
been neglected since that time except 
for the clinical photographs published 
in Kawamura's Handbook in 1957.?" 

For historical and scientific accura- 
cy, I want to emphasize that Scholtz 
illustrated three cases of unilateral 
nevi consisting of groups of lentig- 
ines. Kawamura also illustrated a 
lentigo nevus. All four illustrations 
do not show any pigmented papules. 

In correspondence with Mishima, I 
pointed out the latter. He answered 
that his original manuscript did not 
contain the word papules; it was later 
inserted in the process of publication. 
He also write me "I even cannot be 
sure that the cases of Scholtz and 
Kawamura are precisely the same as 
mine." 

It is not my intention to criticize 
Mishima’s article. I wish to state that 
the nevi illustrated by both Scholtz 
and Kawamura are completely differ- 
ent from Mishima's cases, since the 
former only show lentigines and no 
pigmented papules. 

ALFRED HoLLANDER, MD 
Springfield, Mass 

1. Scholtz W: Naevi, in Jadassohn J (ed) 

Handbuch der Haut-und Geschlechtskrankhei- 


ten. Berlin, Springer Verlag, 1932, vol 12, No. 2, 
pp 579-580. 

2. Kawamura T: Nevi and phacomatosis, in 
Japanese Handbook of Dermatology. Tokyo, 
Kanehara Shuppan Co, 1957, vol 7, No. 2, p 62. 


"Real Life" Link in Medical Practice 


To the Editor. —1n the January is- 
sue of the ARCHIVES, a letter from 
Drs. Brownstein, Shapiro, and Skol- 
nik appeared (page 137) about the 
incidence and clinical circumstances 
of Kaposi sarcoma as seen in commu- 
nity practice. It was followed by a 
brief report from Dr. Grover (page 
138) on the timing of recurrent basal 
cell carcinomas in a private practice. 
Those letters are excellent and inter- 
esting. But more than that, they: 
demonstrate that "real life" in the 
practice of medicine can provide im- 
portant information and a picture of 
disease much different from the data 
and conclusions one draws from the 
usual published reports that arise 
from academic centers. _ 

The inherent bias of clinical reports 
from academic centers is not news. 
Occasional reports from practition- 
ers, such as the two just mentioned, 
are not new either, but they are cer- 
tainly uncommon. A developing na- 
tionwide interest in medical audit, 
and the need to assess the quality of 
care, along with new techniques in 
record-keeping and computerization, 
hopefully will make it possible for 
more practitioners to summarize 
their valuable personal or group ex- 
perience and report it to the rest of us. 

RicHARD M, CaPLAN, MD 
Towa City 


Pigmented Basal Cell Epithelioma 


To the Editor. —'The statement was 
made by Dr. C. De Fe (Arch Dermatol 
105:447-448, 1972) that "One of the 
things that has come through in our 
oncology section study was that those 
people who have blue eyes do not 
have pigmented basal cell epithe- 
liomas." . 

We wish to report that this state- 
ment is not consistent with our own 
experience. In 2,000 consecutive pa- 
tients with basal cell epitheliomas at 
The Royal Prince Alfred Hospital In- 
stitute of Dermatology, 37 had pig- 
mented Basal Cell Epitheliomas. Of 
these 37 patients 14 were blue-eyed, 
16 were brown-eyed, and 7 were of 
another eye color. 

J. L. Water, MD 
Sydney, Australia 
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Resorcinol Monobenzoate, Steering 
Wheels, Peruvian Balsam 


To the Editor.—Resorcinol mono- 
benzoate (RMB) has recently been de- 
scribed as a cause of allergic contact 
dermatitis in three patients who had 
been in close contact with cellulose 
ester plastics.! Four additional cases 
have been seen in a six-month period. 
The most dramatic example was a 
case of intractable palmar eczema of 
over a year's duration. A 69-year-old 
white man was patch test-positive to 
his car steering wheel, RMB, and 
Peruvian balsam. The plastic manu- 
facturer confirmed the existence of 
RMB in the steering wheel. The pa- 
tient's hands have remained clear 
since a protective covering was placed 
over the steering wheel. 

This patient's problem occurred 3 
months after purchasing a 1971 auto- 
mobile. Steering wheels made of cel- 
lulose ester plastic after 1971 should 
not contain RMB. There are other 
benzoates described in the literature 
as ultraviolet inhibitors, but I have 
not determined their relationship to 
RMB or the extent of their use. 

Resorcinol monobenzoate allergy 
should be considered when a candi- 
date for plastic dermatitis reacts to 
Peruvian balsam. To date, six RMB- 
sensitive patients have reacted to 
Peruvian balsam. One patient was 
not tested. 

About two thirds of Peruvian bal- 
sam is a volatile oil termed cinna- 
mein. The remainder is a resinous 
material only partially character- 
ized.? The well-defined compounds of 
the cinnamein are depicted in the 
upper squares of the Figure (A, B, C, 
D, E, and F). Benzyl alcohol (E) and 
benzoic acid (F) are present in very 
low concentrations. Other known 
constituents, not shown in upper 
squares of the Figure, are a sesquiter- 
pene alcohol (nerolidol) as an ester 
and vanillin (G). The concentration of 
vanillin is in the range of 0.05%. Van- 
illin is shown in the lower squares of 
the Figure with other compounds 
cross-reacting with Peruvian balsam 
to emphasize its relationship to the 
eugenols and coniferyl benzoate. 

Hjorth has shown that the impor- 
tant sensitizers in Peruvian balsam 
do not reside in the cinnamein.? Only 
about 50% of the patients sensitized 
to Peruvian balsam react to one or 
more of these well-defined compo- 
nents. Most of the responses to cinna- 
mein components represent cross- 
sensitivity to chemically related, 
highly sensitizing fractions that can 
be chromatographically isolated from 
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A, Cinnamic Acid 
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Known constituents of Peruvian balsam (lettered structures) are shown with other structures 
(numbered) known to cross-react with this balsam. Compounds are placed in one or more of three 


known ester classes in Peruvian balsam. 


cinnamein. The major sensitizing 
fraction resides in the resin and is 
probably a monomeric residue of es- 
ters of benzoic and cinnamic acid with 
a coniferyl-like alcohol. Supporting 
this, 8096 of Peruvian balsam-sensi- 
tized patients are positive to this 
portion of the resin and the coniferyl 
benzoate. Coniferyl benzoate is a 
major constitutent of Siam benzoin, 
which also cross-reacts 80% of the 
time in Peruvian balsam allergies. 
Patch tests on patients sensitive to 
coniferyl benzoate or resorcinol mon- 
obenzoate show that they are re- 
sponding to the ester and not the acid 
or the alcohol portion. The coniferyl 
esters in the resin, presumably coni- 
feryl benzoate in particular, are the 
main sources for the multiple second- 
ary allergies seen in patients sensi- 
tive to Peruvian balsam. These aller- 
gies extend to components of the cin- 
namein and certain well-known aro- 
matics used in the perfume and flavor 
industries, eg, isoeugenol, eugenol, 
vanillin, benzoic acid, and benzyl al- 
cohol. Allergy to these last three com- 
pounds is probably due to cross-reac- 
tions with these substances as they 
exist outside of Peruvian balsam. As 
previously stated, their content in 


Peruvian balsam at use concentra- 
tions should be negligible. Resorcinol 
monobenzoate and benzyl salicylate, 
sunscreen- and  perfume-fixatives, 
are recent additions as simple struc- 
tures cross-reacting with Peruvian 
balsam. 

The Figure depicts classes of esters 
in Peruvian balsam. Components and 
noncomponents have been assigned 
to one or more ester classes for illus- 
trative purposes. Vanillin is not 
classed, but is subgrouped as men- 
tioned. A positive reaction to Peru- 
vian balsam indicates that this com- 
plex mixture is functioning as a 
screening mix. The positive reaction 
patient might be sensitized to struc- 
tures related to either cinnamates, 
benzoates, benzyl esters, or coniferyl 
alcohols. 

WILLIAM P. JoRDAN, JR., MD 
Richmond, Va 
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Lubriderm after 


breakfast will last 
through lunch. 


Lubriderm’s precise oil-in-water emulsion works in three 
effective stages for long-lasting relief from dry skin discomfort. p 
First, Lubriderm’s aqueous outer phase provides 
supplemental moisture to cool and help soften dry skin. Next, 
the inner phase emollients and humectants form a non- 
sticky, non-greasy protective film. 
Finally, Lubriderm’s soothing protection remains on the 
_.. skin for hours, allowing the supplemental moisture to hydrate 
- the skin . . . and helping prevent further loss of natural 
moisture. 
4 When you recommend Lubriderm, you recommend 
long-lasting relief for dry skin. 











Lubriderm 
Lotion 


for dry skin 
contains lanolin 





TEXAS FHARMACAIL COMPANY 
San Antonio, TéNd 206 


— 2 g 
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Whats on your 
patients face... 


may be more important than 
his chief complaint 


Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 


Patient PT.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 
*Data on file, 
Hoffmann-La Roche 
Inc., Nutley, N.J 





_ The lesions on his face 


are solar/actinic— 


so-called “senile” keratoses... 
and they may be premalignant. 


€ 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 


selectivity of r esponse 

After several days of therapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas. Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 

Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
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How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
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D. Martin Carter, MD, John L. Fromer, MD, 
Recorders. 


Epidermolysis Bullosa. Presented by 
Arron B. Lerner, MD, MENDALL JOR- 
DAN, MD. 

A 7-year-old boy has had a blistering 
disorder since one day after birth. At 1 
year of age he developed dysphagia; a bar- 
ium swallow showed constriction of the 
middle third of the esophagus. He has had 
pruritus, which was relieved by systemi- 
cally administered steroids but not by 
antihistamines. Recently, he has had diffi- 
culty passing stools and developed rectal 
fissures. The slightest trauma caused bul- 
lae; healing was associated with scarring 


^w. and milia formation. There was no history 


of consanguinity. The patient's father has 
occasional blisters on his knuckles, hands, 
and ankles as well as violaceous plaques 
and milia over his knuckles. The develop- 
ment of the father's skin disease was con- 
comitant with a flare of regional ileitis and 
was thought to represent acquired epider- 
molysis bullosa. 

An examination of the boy showed gen- 
eralized involvement of his skin with 
numerous clear or hemorrhagic blisters 
and crusts. Scars and milia were located 
primarily on his lower extremities. The 


^ diagnosis was epidermolysis bullosa dys- 


trophica. He has shown improvement with 
systemically administered vitamin E and 
antibiotics. 


Epidermolysis Bullosa. Presented by 
AARON B. LERNER, MD, anp Ivan Co- 
HEN, MD. 

A 18-year-old boy has had a blistering 
disorder since birth, the only member of 
his family with this disease. His most. seri- 
ous problems have been difficulty in swal- 
lowing and constipation. Skin infections. 
have been controlled with antibiotics. He 
has been receiving systemically adminis- 
tered steroids since 1966, with some im- 
provement in the dysphagia. 

Examination showed a poorly devel- 
oped, poorly nourished child with bullous 
lesions on many parts of his body. There 
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were large denuded areas, some of. them 
weeping or crusted. The hands and feet 
had no nails and were scarred. Milia were 
present, particularly on the shoulders, and 
there were eroded areas in the mouth. The 
tongue was partially bound down. 

Results from a complete blood cell count 
and urinalysis were normal. Barium swal- 
low showed a lack of distensibility and 
narrowing of the upper two thirds of the 
esophagus. A diagnosis of epidermolysis 
bullosa dystrophica was made. 


Epidermolysis Bullosa. Presented by 
AARON B. Lerner, MD AND MENDALL 
JORDAN, MD. 

A 18-year-old girl has had a blistering 
and scarring disorder since 1 day of age. 
Large, clear, hemorrhagic blisters devel- 
op, primarily over pressure areas, includ- 
ing the elbows, knees, feet, mouth and oc- 
ciput, and heal with scarring and milia 
formation. Because of severe dental caries, 
her teeth were extracted several months 
ago. Intellectual development has been 
normal. 

There is no family history of this disor- 
der; two younger brothers are normal. She 
seems to have a favorable response to 1 gm 
daily of orally administered valine and 
leucine and to vitamin E. Since age 8, her 
disorder has been less severe. 

Large bullae and many crusts were not- 
ed on her lower extremities. There were 


numerous scarred areas associated with. 


milia..Epidermolysis bullosa dystrophica 
was diagnosed. 


Epidermolysis Bullosa. Presented by D. 
Martin CARTER, MD, ABRAHAM LASSER, 
MD, AND Iván Conen, MD. 

A 26-year-old man developed wide- 
spread blistering lesions in infancy. Re- 
cently the blisters have been confined to 
areas of trauma, in particular the arms 
and legs. Skin infections have been mini- 
mal, rarely requiring the use of systemic 
antibiotics. He was presented to the New 
York Dermatological Society at age 9 
(Arch Dermatol 73:625-626, 1956). The pa- 
tient’s parents are first cousins. His twin 
sister has epidermolysis bullosa as well as 
myasthenia gravis and partial alopecia. 
Another brother has myasthenia gravis. 

A well-developed man, he had bullae in 


various stages on areas of trauma. There 
was partial alopecia of the scalp, eye 
brows, and axillae and total absence of 
pubic hair. Several milia were noted on 
the forehead. The nails were dystrophic. 
There was no evidence of extensive or 
mutilating scarring. 

A biopsy specimen -confirmed ‘that the 
lesions were subepidermal! bullae. Elec- 
tron microscopic studies showed absence of 
the basement membrane. Collagen bun- 
dles appeared normal. The diagnosis was 
epidermolysis bullosa, recessive, possibly 
of the Herlitz (letalis) type: 


Epidermolysis Bullosa. Presented by D. 
Martin CARTER, MD; ABRAHAM LASSER, 
MD; Ivan COHEN, MD. 

A 26- year-old woman appeared normal 
at birth and did not have erythroderma. 
Since early infancy, however, she has had 
a recurrent blistering disorder in which 
only a few lesions develop at a time. Areas 
of trauma tend to develop lesions that heal 
with little residua. She also has myasthen- 
ia gravis, which has been the more serious 
problem for her. She has had difficulty in 
speaking, walking up stairs, and swallow- 
ing, but is presently responding well on a 
regimen of pyridostigmine bromide. Her 
twin brother has a similar bullous disor- 
der (preceding case). Another brother has 
myasthenia gravis. Her parents were first 
cousins. No other family members have 
had skin disease. _.. 

The patient was well-developed, with 
only a few bullae on the arms and legs. 
There were several hypopigmented areas 
on the back at sites of previous bullae. The 
scalp hair was sparse and the nails were 
present, although the toenails appeared 
dystrophic. There were no milia. Bilateral 
eyelid ptosis and mild weakness of the 
upper and lower extremities was seen. A 
complete blood cell count, urinalysis, and 
chest x-ray film were normal. Skin biopsy 
specimens showed subepidermal bullae 
consistent with epidermolysis bullosa. 
Electron microscopic examination of a 
skin lesion revealed a split beneath the 
plasma membrane. The basement mem- 
brane was not seen. The collagen bundles 
appeared normal. Epidermolysis bullosa, 
recessive, possibly of the Herlitz (letalis) 
type, was diagnosed. 
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Discussion 


Dr. KENNETH AnNDT: While many clas- 
sifications of epidermolysis bullosa are 
possible, a simple approach is to designate 
scarring and nonscarring types. Epider- 
molysis bullosa simplex is inherited as a 
dominant disease. The disorder is present 
at birth or shortly thereafter. The impor- 
tance of trauma is clear and there are 


probably no spontaneous lesions. It is 


worse in warm weather as are all epider- 
molysis syndromes. The lesions may be 
small or large and appear within hours 
after trauma, although one can see histo- 
logic changes immediately following inju- 
ry, and they heal without scarring. Nails 
are not involved. Electron microscopic 
studies show that this is an epidermal pro- 
cess: there is disintegration and vacuoliza- 
tion within the basal cells. Pearson postu- 
lates that the disease results from activa- 
tion of cytolytic enzymes within the cell. 

Cockayne disease, recurrent bullous 
eruption of the hands and feet, is inherited 
as an autosomal dominant trait. Lesions 
appear in the first year or two of life and 
are most common in the summer. The le- 
sions on the feet resemble those seen in 
epidermolysis bullosa simplex. Electron 
microscopy reveals intraepidermal cleav- 
age of cells above the basal layer and up to 
the granular layer, with some dyskeratot- 
ic changes. Histologically, lesions resem- 
ble severe pressure blisters. 

The third nonscarring entity is junction- 
al bullous epidermatosis a term used to 
designate the site of the pathologic lesion 
at the dermoepidermal junction. Herlitz 
first described the condition in 1935. He 
believed it was a new form of epidermoly- 
sis that differed from others by the appear- 
ance of blisters on the mucous membranes, 
nail dystrophy, and slowly healing lesions 
that left no scarring, no pigmentary 
changes, and no milia. When this entity 
was reviewed about three years ago in the 
Scandinavian literature, 106 cases had 
been described. There was a history of con- 
sanguinity in one fifth of these patients 
with the autosomal recessive disease. Le- 
sions are usually present at birth and 
spontaneous lesions may occur. The palms 
and soles are spared. The activity of the 
disease fluctuates and it is unusual for 
patients to live beyond the teens. Electron 
microscopic examination shows a clean 
split of the basal cells beneath the plasma 
membrane and above the basement mem- 
brane, which explains why there is no 
scarring. 

Scarring is characteristic of the next 
group, the so-called dermolytic or dys- 
trophic group. The dominant form is less 
severe than the recessive form. The lesions 
are usually seen early in infancy, but occa- 
sionally may first appear in early teenage 
years. Nails may or may not be involved 
and mucosal lesions are not common, al- 
though they were present in some of the 
cases presented here. Lesions are usually 


284 Arch Dermatol/Vol 108, Aug 1973 


present on hands and feet. The electron 
microscopic picture is the same in all three 
conditions and reveals lesions in the upper 
dermis below the basement membrane, 
and perhaps some functional defect in the 
collagen. We have seen three patients 
with the recessive type today; patients in 
this category present at times difficulties 
in classification. The skin and mucosal le- 
sions are severe, widespread in distribu- 
tion, and may be present at birth. The 
course is variable and it takes only mini- 
mal trauma to cause lesions. Eisen has 
demonstrated increased amounts of colla- 
genase in the epidermis and dermis of 
such patients. This intriguing finding is 
probably not causative, but rather a sec- 
ondary manifestation. 

The 13-year-old boy and girl have reces- 
sive dermolytic bullous epidermatosis 
with severe esophageal and gastrointes- 
tinal symptoms. The case of the 7-year-old 
boy is different; it is confusing that his 
father’s lesions appeared in his late 20s at 
the same time that he developed regional 
ileitis. This boy is thought also to have 
disease of the recessive variety. 

The most fascinating patients were the 
26-year-old twins. Their parents were first 
cousins. Even after 14 years, the disease 
has produced very little scarring, but 
there are marked pigmentary changes and 
mild dystrophy. Electron microscopic 
studies have shown a split beneath the 
plasma membrane, but the basement 
membrane cannot be visualized. The find- 
ings do not coincide with Herlitz disease 
nor do they fit the recessive scarring type 
of epidermolysis. The woman has myasthe- 
nia gravis, as do her sister’s two children. 


This is probably a chance relationship. ' 


Although difficult to classify, I believe 
they represent a variant of the recessive 
dystrophic type. 

Dr. Maurice Torman: Why do we re- 
tain the word letalis? 

Dr. ARNDT: In the recent revisions of 
terminology, the word letalis is not re- 
tained. Many of these patients now sur- 
vive because of improved medical care. 
There seems to be considerable benefit 
from the use of steroids in the Herlitz type. 
What about amino acids in the treatment? 

Dr. LERNER: We used valine and leucine 
a long time ago because these amino acids 
are present in elastic fibers and we rea- 
soned that if an excess were introduced, it 
might prevent lesions. We never were 
convinced of the effectiveness of this treat- 
ment. 


Bullous Disease of Childhood. Pre- 
sented by Josepa McGume, MD, JAMES 
Norpiunp, MD. 

An 8-year-old boy was well until Octo- 
ber 1965, when he contracted varicella at 
the age of 18 months. As the varicella re- 
solved, crops of hemorrhagic bullae ap- 
peared on his face and neck and then 
healed spontaneously. Several months 
later the blisters recurred and the boy was 


hospitalized and treated with orally ad- 
ministered steroids. The lesions cleared 
promptly. 

In 1966, at age 3 years, bullae developed 
over most of his body and he was admitted 
to Yale-New Haven Hospital where a skin 
biopsy specimen was obtained and inter- 
preted as bullous pemphigoid. A trial of 
sulfapyridine therapy was unsuccessful, 
but a regimen of prednisone, 40 mg daily, 
produced clearing within ten days. There- 
after, therapy consisted of prednisone (20 
mg daily) and adrenocorticotropic hor- 
mone (ACTH) (20 units intramuscularly 
each week) When he was 4!/ he again 
suffered a major flare-up, with blisters 
developing over the face, neck, axillae, 
trunk, and genitalia. 

Upon examination, he appeared cushin- 
goid, with mild facial acne. Blood pressure 
was 140/100 mm Hg. Radiological esti- 
mate of bone age was 2 years (significantly 
retarded). High doses of steroids again 
produced rapid remission, and attempts to 
use alternate-day therapy were unsuccess- 
ful. At discharge he required daily admin- 
istration of prednisone, 10 mg, and ACTH, 
30 units. During the following 16 months, 
his medication was reduced to 6 units of 
ACTH and no prednisone. Although he 
was never entirely free of blisters, those 
present were few and small and easily tol- 
erated. 

Repeat histopathologic studies in July 
1969 demonstrated papillary edema with 
many eosinophils and neutrophils, which 
was consistent with dermatitis herpetifor- 
mis. The ACTH treatment was tapered 
and dapsone, 50 mg per day, was benefi- 
cial In October 1969, dapsone was re- 
placed with sulfapyridine, 2.0 gm/day. 

Since October 1969, no steroids have 
been required. The patient no longer ap- > 
pears cushingoid. He has grown rapidly 
and has normal blood pressure. Occasional 
mild crops of bullae occur, especially fol- 
lowing upper-respiratory tract infections 
or emotional distress. A recent severe flare 
necessitated his hospitalization. Open wet 
dressings, topically applied steroids, and 
antibioties in combination with sulfapyri- 
dine controlled the bullae. The patient is 
currently receiving sulfapyridine alone. 

A skin biopsy specimen showed subepi- 
dermal bullae with many eosinophils and 
neutrophils. Fluorescence was demon- 
strated along the basement membrane 
when tissue was reacted with monospecific 
anti-IgA conjugate. He was diagnosed as 
having bullous disease of childhood that 
responded to sulfapyridine. 


Bullous Childhood Diseases. Presented 
by JosepH McGuire, MD; STEPHEN SiL- 
ver, MD; James NORDLUND, MD. 

An 11-year-old black boy was healthy 
until November 1970, when crops of clear, 
tense vesicles erupted on his ears, ankles, 
neck, and mouth. They rapidly became 
impetiginized and, on culture, yielded 
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Staphylococcus aureus. He was treated 
with dicloxacillin, but new blisters devel- 
oped. A biopsy specimen demonstrated a 
subepidermal blister with many neutro- 
phils and lymphocytes, but no acantholy- 
tic cells. On prednisone therapy, 75 mg 
daily, the blisters slowly healed. In Janu- 
ary 1971, weekly intramuscular injections 
of ACTH, 40 units, and triamcinolone ace- 
tonide, 40 mg, were substituted for the 
prednisone. He continued to improve with 
only occasional new blisters until May 
1971, when he suffered an exacerbation. 
Therapy with daily orally administered 
dapsone, 100 mg, and prednisone, 75 mg, 
was started. Gradual improvement per- 
mitted the prednisone dosage to be ta- 
pered. However, in July 1971, while the 
patient was receiving dapsone (100 mg 
daily) and triamcinolone diacetate (40 mg 
intramuscularly weekly), the blisters 
again erupted and he was admitted to the 
Yale-New Haven Hospital. 

On admission, he had a cushingoid ap- 
pearance with moonface, buffalo hump, 
hirsutism, and mild facial acne. Coales- 
cent blisters covered his ears, neck, axil- 
lae, and groin and individual bullae were 
present over the trunk. Repeat skin biopsy 
specimens showed a subepidermal blister, 
a finding consistent with bullous pemphi- 
goid of childhood. He improved with daily 
administration of prednisone, 40 mg, and 
sulfapyridine, 1 gm. He was discharged on 
a regimen of sulfapyridine, 2 gm daily, 
and prednisone, 20 mg daily. 

In August 1971, he was hospitalized for 


“ treatment of impetiginized blisters on the 


scrotum. He improved while receiving 
therapy with prednisone, 60 mg on alter- 
nate days, antibiotics, and open wet dress- 
ings of 0.1% silver nitrate. Sulfapyridine 
therapy was halted. 

In October 1971, he appeared cyanotic 
when he returned to the hospital with 
impetiginized blisters on the scrotum and 
groin. The patient and his parents vigor- 
ously denied reinstituting sulfapyridine 
treatment; however, a serum sulfate level 
was 2.8 mg/100 ml; methemoglobin level, 
26%, and reticulocyte count, 10%. Staphly- 
ococcus aureus was cultured from the in- 
fected scrotum. A skin biopsy specimen 
showed a subepidermal blister with neu- 
trophils and lymphocytes. Direct and indi- 
rect fluorescent studies of the skin biopsy 
specimen were negative. Cyanosis disap- 
peared and the impetigo responded to anti- 
biotics. At the time of his discharge he re- 
ceived prednisone, 30 mg on alternate 
days. 


Discussion 


Dr. WALTER LEVER: More facts are need- 
ed to arrive at a diagnosis in the case of 
the 11-year-old boy. He has large bullae 
that tend to coalesce and marked involve- 
ment of the genital region. For the past 
month he has had oral lesions. He has dis- 
played a poor response to sulfones and sul- 
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fapyridine. The histologic findings indicat- 
ed possible microabscesses, but they were 
not conclusive. I would be inclined to diag- 
nose bullous pemphigoid except for the 
fact that indirect and direct fluorescent 
studies were negative. These studies were 
done at a time when the boy was receiving 
large doses of prednisone and were only 
performed at a single examination, so fur- 
ther studies would be required. This is 
particularly true in direct studies, since it 
has been shown in many cases of bullous 
pemphigoid that the binding of the anti- 
body occurs first in vivo at the dermoepi- 
derma! border. After these areas. have 
been saturated with antibodies the circu- 
lating antibodies appear. A patient may 
have very active bullous pemphigoid and 
still have a negative indirect test. It may 
take a month or two for a positive indirect 
test to be found. Of course, large doses of 
steroids interfere with the formation of 
antibodies and, thus, the test may be nega- 
tive. 

Childhood bullous dermatosis occurs 
largely in preschool children. For this 
boy, I favor the diagnosis of bullous pem- 
phigoid rather than childhood bullous dis- 
ease because of the late onset of the disor- 
der. 

The disease first became manifest in the 
8-year-old boy at age 18 months. He has 
had no oral lesions. His response to sul- 
fones and sulfapyridine at first was poor, 
but has more recently been good. Histolog- 
ic examination showed microabscesses at 
the tips of the papillae, and I would say 
thatitis a point in favor of dermatitis her- 
petiformis. Although a number of authors 
including myself have described these 
microabscesses in bullous pemphigoid, 
they are not an absolute diagnostic finding 
in dermatitis herpetiformis. Microscopic 
fluorescent studies showed a positive indi- 
rect test with IgA. This has now been re- 
ported (Van der Meer, Br J Dermatol 81: 
493, 1969), as being typical of dermatitis 
herpetiformis. There have not been 
enough studies of this sort in bullous pem- 
phigoid and childhood bullous disease to 
make the finding absolute, but at present 
we regard this test result as being in favor 
of dermatitis herpetiformis. I would be 
willing to accept the diagnosis of dermati- 
tis herpetiformis in the 8-year-old boy 
because of the long duration, the favorable 
response to sulfones and sulfapyridine, 
the presence of papillary microabscesses, 
the absence of oral lesions, and the finding 
of positive indirect test with IgA. 

Dr. MoscHELLA: Dr. Lever, is there such 
an entity as bullous disease of childhood? 

Dr. Lever: Nobody really knows. The 
fact that some of these children show no 
antibodies on indirect testing and no fixed 
antibody and complement on direct testing 
in vivo makes it difficult to recognize them 
as bullous pemphigoid. The children have 
shown large bullae and have not been par- 
ticularly responsive to large doses of ei- 
ther sulfones or sulfapyridine. The trend 


in the Mayo group literature is to keep 
them in a separate category until the situ- 
ation is clarified. Dr. Tolman and I have 
agreed on criteria for dermatitis herpeti- 
formis: there should be no oral lesions; le- 
sions should be grouped, preferably with 
blisters that are not too large; the disorder 
should be of long duration and should re- 
spond to sulfones and sulfapyradine, and 
should show antibodies under direct test- 
ing with IgA. Children with bullous dis- 
ease of childhood do not have any of these 
findings, nor do they have the response to 
immunologic tests found in bullous pem- 
phigold. 

Dr. Herpert Mescon: We have many 
entities in dermatology that do not permit 
hard and fast criteria for diagnosis. A pa- 
tient may have only two or three major 
findings of Reiter disease, and yet we ac- 
cept this as a variant of the basic disease. 
Are we doing justice here to either the pa- 
tient or the disease by establishing crite- 
ria that as yet have not stood the test of 
time? 

Dr. CHARLES SHEARD: I wonder if the 11- 
year-old boy does not have a hidden infec- 
tion. He might respond to large doses of 
antibiotics. 

Dr. McGuire: Even the biopsy speci- 
mens may not be helpful. Dr. Chorzelski 
studied two children with good basement 
membrane fluorescence whom he put in 
the pemphigoid category. One of them ré- 
sponded to sulfapyridine. Our approach 
has been to start a regimen of sulfapyri- 
dine or dapsone, and if the patient does not 
respond, we consider steroid therapy. We 
were able to treat the white child success- 
fully with sulfapyridine, but the black 
child did not respond and is currently be- 
ing treated with orally administered ster- 
oids. 


Dyskeratosis Congenita. Presented by 
JosePH McGurier, MD, AND MENDALL 
JoRDAN, MD. 

A 15-year-old boy developed onychodys- 
trophy at age 10, reticular pigmentation of 
the axillae, periaxillary areas and groin as 
well as dysphagia at age 11, and leuko- 
plakia at age 13. Three sisters and four 
brothers are normal and there was no his- 
tory of consanguinity. His nails showed 
convergent ridging, dystrophy, and ptery- 
gium formation. There was subtle telan- 
giectasia and the digital pads were atroph- 
ic. White plaques were present on the 
tongue and buccal mucosa. 

Laboratory studies disclosed the follow- 
ing values: hemoglobin 12 gm/100 ml; 
hematocrit reading, 34%; platelet count, 
75,000 to 110,000/cu mm; 11,000 white 
blood cell count, 2,600 to 5,900/cu mm. 
Bone marrow was very fatty and hypo- 
cellular. The karyotype was normal, Skin 
tests to trichoderma and Candida albicans 
were negative at 72 hours. Challenge test 
to dinitrofluorobenzine was borderline. 
Serum IgA was 534 mg/100 ml (normal 85 
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to 210 mg/100-ml). Serum IgG.and IgM 
were normal. Phytohemagglutin in trans- 
formation and mixed lymphocyte transfor- 
mation studies were normal. Esóphagos- 
copy showed a web at the C5-6 interspace. 

The histologic structure was typical of 
poikiloderma, with epidermal atrophy, 
vascular dilatation, and incontinent pig- 
ments. A diagnosis of E congen- 
ita was made. 


Discussion 


Dr. McGuire: A distinctive constella- 
tion of clinical and laboratory findings 
comprises the unusual disorder of dysker- 
atosis congenita.!? Twenty-six cases have 
been reported, in addition to an unusual 
family in which five members in three 
generations had the disease? The major 
findings are poikiloderma, hyperpigmen- 
tation, nail “atrophy, mucous membrane 
involvement, and anemia. Minor findings. 
consist of eye involvement with stenosis of 
the lacrimal duct, dysphagia, urogenital 
anomalies with constriction of the ure- 
thra, and bullae that may occur anywhere 
on the skin. Several rare syndromes share 
clinical features with dyskeratosis congen- 
ita.f$ With the exception of the family. 
reported by-Scoggins? no chromosomal 
abnormalities have been described in the 
dyskeratosis congenita group. The inci- 
dence of malignant tumors is increased in 
all of the syndromes. 

. & feature of dyskeratosis congenita is 
anemia, often referred to as Fanconi ane- 
mia. The range of anemia is much broader 
and is rarely a cause of death in dyskerato- 
sis congenita. Anemia is frequently. a 
cause: of death in Fanconi syndrome, 
which is also characterized by skeletal 
abnormalities that are rare in dyskerato- 
sis congenita. In both of the boys studied, 
there appears to be a partial immunologic 
deficiency of the afferent limb type. 

Of the malignant tumors reported in the 
26 patients with dyskeratosis congenita, 
most have been of the epidermoid: type. 
Multiple primary malignant tumors have 
occurred in two patients. Squamous cell 
epithelioma of the tongue and. adenocatci- 
noma of the rectum ànd other malignan- 
cies have been reported. Management con- 
sists of controlling: infections, primarily 
conjunctivitis. : 


References 

1. Costello MJ, Buncke CM: Dyskeratosis con- 
genita. Arch Dermatol 18:123-130, 1956. .” 

2. Bryan HG, Nixon RK: Dyskeratosis con- 
genita and familial pancytopenia. JAMA 192: 
103-108, 1965. 

3.' Scoggins RB, et al: Dyskeratosis congenita 
with Fanconi-type anemia: Investigations of 
immunologic and other defects. Clin Res 19:409, 
1971. 

4. Rook A,-Davis R, Stevanovic D: Poikiloder- 
ma congenitale: Rothmund-Thompson syn- 
drome. Acta Derm Venereol 39:392, 1959. 

. 5. Cleaver JE: DNA damage and repair in 
light-sensitive human skin disease. J Invest 


288 Arch Dermatol/Vol 108, Aug 1973 


Dermatol 54:181, 1970. 

6. German J: Bloom’s syndrome: I. Genetical 
and clinical observations in the first 27 patients. 
Am J Hum Genet 21:196-227, 1969.- - 


Multiple Basal Cell Epithelioma (Seba- 
ceous Epithelioma). Presented by 

: D. Martin Carrer, MD, Brian JEGA- 

sotuy, MD. 

A 10-year-old white boy has had multi- 
ple lumps on his forehead, scalp, and be- 
hind his eats during the past year. The 
lumps are asymptomatic and he has been 
in good health. Parents, siblings, and 
other relatives have not had a similar 
problem, and there is no consanguinity. 

Examination of the skin showed multi- 
ple papules and nodules, flesh-colored to 
pink, many of which showed telangiectatic 
vessels. The lesions were concentrated on 
the forehead, scalp, and retroauricular 
areas, and were neither excoriated nor 
ulcerated. Transillumination suggested 
their cystic quality. 

The dermis displayed nests of “basaloid” 
cells with peripheral palisading. Scattered 
among nests were numerous cysts of dif- 
ferent sizes, some containing mature seba- 
ceous cells and others fat-positive material 
representing degenerated sebaceous cells. 
Multiple cystic basal cell epitheliomas 
with sebaceous differentiation (sebaceous 
epitheliomas) was the diagnosis. 


Discussion 


Dr. Lasser: ‘Ultrastructural examina- 
tiori through the center of one of these le- 
sions shows a mature sebaceous cell sur- 
rounded by basal cells. The sebaceous cell 
contains lipid vacuoles of varying size sur- 
rounded by a limiting membrane. In be- 
tween is abundant smooth endoplasmic 
reticulum. Golgi apparatus and small mi- 
tochondria can àlso be seen. The presence 
of sebaceous cells within this type of basal 
cell tumor does not indicate a degenera- 
tive or malignant change. Basal cell tu- 
mors can differentiate in several direc- 
tions. The occurrence of mature sebaceous 
cells simply indicates one of the aspects of 
differentiation of this basal cell epithe- 
lioma.. Mature‘sebaceous cells progressing 
to cystic formations can be seen in older 
lesions. Basal cell tumors with sebaceous 
differentiation have been  reported.'? 
Three of seven cases were children in 
whom the disorder appeared after birth or 
at an early age. These lesions were fol- 
lowed up for a long time and a very low 
degree of malignancy. was noted. 

Dr.. Lever: Was differentiation seen 
only in the direction of sebaceous glands? 
What about kératinization? ^. 

-Dr. Lasser: There was also keratotic 
differentiation. 

Dr. Lever: Clinically, the lesions of 
these patients have the appearance of epi- 
thelioma adenoides cysticum or trichoepi- 
thelioma. 
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Vitiligo and Linear Scleroderma. Pre- 
sented by AARON B. LERNER, MD, JAMES 
Sansinc, MD. 

The patient is a 15-year-old girl. At age 
7, a few years after a mole with a depig- 
mented halo had been noted in the left 
anterior axillary area, she developed de- 
pigmentation over the distal extremities 
and face. Despite psoralen and sunlight 
therapy, the lesions progressed to the 
point that most of her skin was depigment- 
ed: In recent years, therapy with mono- 
benzone (Benoquin) has been directed to- 
ward total depigmentation of cosmetically 
important areas. About 14/2 years ago, an 
asymptomatic, violaceous, depressed area 
was noted over the middle section of the 
lower back. The patient’s father and ma- 
ternal grandmother have vitiligo. Her 12- 
year-old sister has developed depigmenta- 
tion in the past year. A paternal aunt has 
had thyroid surgery, presumably for a goi- 
ter, and her mother has been treated for 
hypothyroidism. 

Extensive depigmentation was evident 
on examination. Over the extensor sur- 
faces of the arms, speckles of perifollicular 
repigmentation were noted. On the middle | 
section of the lower back, there was an ir- 
regular depressed violaceous plaque. A 
similar smaller lesion was present on the 
upper back. Histologic examination of the 
back lesion showed an atrophic epidermis 
and dense collagen replacement with dis- 
appearance of adnexae in the upper der- 
mis. The collagen extended into the hypo- 
dermis, replacing adipose tissue. 

This patient with both morphea and vit- 
iligo has a family history of vitiligo and of 
thyroid disease as well. Six of 191 Mayo 
Clinic patients with linear scleroderma or 
morphea, or both, were reported to have 
vitiligo also. That localized scleroderma 
can mimic vitiligo (or induce vitiligo in 
isomorphic fashion) is demonstrated by 
another patient we have seen who has typ- 
ical linear scleroderma over the hips. At 
the left corner of the mouth she developed 
an ivory colored, nonindurated macule, 
clinically indistinguishable from vitiligo. 
Levodopa preparation showed a sharp cut- 
off of staining melanocytes at the lesion 
border, while routine histologic staining 
showed “classic” changes of morphea. 


Discussion . 


Dr. Ton MAN: In his recent brochure pre- 
pared for the American Academy of Der- 
matology, Dr. Lerner (Am J Med 51:141- 
147, 1971) emphasizes that the cause of 
vitiligo is not known; the onset seems to be 
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triggered by severe emotional or physical 
trauma, although these factors in them- 
selves do not produce the disease. The 
causative mechanisms postulated are an 


abnormality in the nerve endings or an, 


autoimmune defect. In scleroderma, the 
relationship between trauma and the oc- 
currence of disease is equivocal and con- 
troversial. Recorded data show a relation- 
Ship between scleroderma and abnormali- 
ties in the central nervous system and 
suggest a relationship between the disease 
and the neuropathic heredity. Vitiligo is 
known to be associated with hyperthyroid- 


- ism, Addison disease, alopecia areata and 


pernicious anemia. The paper by Chris- 
tianson et al (Arch Dermatol, 75:629, 
1956) lists these findings in association 
with the localized type of scleroderma, but 
the anemia is not of the primary type. A 
recent presentation of cases at the Massa- 
chusetts General Hospital included in- 
stances of vitiligo and morphea. 


Linear Nevoid Porokeratosis. Present- 
ed by Josepx McGuire, MD, James 
_Sansine, MD. : 
`A 16-year-old boy developed lesions on 

the dorsum of the left hand at age 6. Over 

the next few years, similar lesions ap- 
peared on the left arm, left anterior and 

posterior trunk, and the left leg. Mild 

pruritus was the only symptom. Areas of 

depigmentation appeared in the summer 
of .1971. No family members have been 
similarly affected. 

Hyperpigmented plaques, many sur- 
rounded by a prominent keratotic periph- 
eral ridge, were seen confined to the left 
side, particularly the left thigh, with dis- 
tinctly linear distribution. An irregular 
hyperpigmented macule was present on 
the right flank. By the fall of 1971 central 
areas of depigmentation without indura- 
tion but with slight atrophy were evident. 

A biopsy specimen of the.skin showed 
patchy parakeratosis and hyperkeratosis. 
The underlying dermis showed a nonspe- 
cific moderate perivascular infiltrate and 
incontinent melanin pigment. Recuts 
showed a groove filled-with keratin. The 
center of the groove contained basophilic 
granules. The granular layer was absent 
in foci at the bottom of the groove. A biop- 
sy specimen of depigmented skin on the 
left side of the back showed moderate hy- 
perkeratosis, atrophy of the malpighian 
layer, depigmentation, and mild fibrosis of 
the upper dermis. The diagnosis of linear 
nevoid porokeratosis was made. 


Discussion 


Dr.THomas Hansen: This patient is typ- 
ical: the onset of his disease was before the 
age of 10, the condition is asymmetrical 
(in this case linear, a common presenta- 
tion), the eruption has been asymptomatic 
and refractory to treatment. An odd fea- 
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ture is the absence of a positive family his- 
tory, which usually is present with this 
autosomal dominant disorder. The intense 
hypopigmentation may also be unusual. 
The cornoid lamella was found on histolog- 
ic examination. 

The cause of porokeratosis is unknown. 


: Mibelli’s hypothesis of eccrine sweat- 


gland involvement is not in current favor, 
especially since the disorder occurs on 
mucous membranes and on the glans pen- 
is. New light has been shed on this disor- 
der by Reed and Leone in a recently pub- 
lished paper! proposing that porokeratosis 
is a mutant clonal epidermal keratosis. 

A clone is a group of cells all descendant 
from one common stem cell ancestor. 
Normal epidermal clones include the kera- 
tinocyte clone, the eccrine sweat gland 
clone, and those cells that make up the 
pilosebaceous-apocrine unit. It has been 
postulated that clones of abnormal cells 
are responsible for certain diseases, in- 
cluding actinic keratosis. Microscopically, 
the pale dyskeratotic cells of the actinic 
keratosis do not extend into the follicular 
orifice ànd the normal follicular epithelial 
cells attempt to cover or override the ac- 
tinic keratosis. The theory has been ad- 
vanced that, under the influence of ultra- 
violet light, a mutant cell develops which 
in turn gives rise to the clone of abnormal 
cells responsible for the actinic keratosis. 
Normal surrounding skin, recognizing the 
keratosis as abnormal, attempts to cover 
or heal it as it would any other superficial 
defect. Reed and Leone,! observing a simi- 
lar phenomenon in porokeratosis, theorize 
that a mutant cell: produces a clone of ab- 
normal cells responsible for the clinical 
lesions of porokeratosis. In this formula- 
tion the cornoid lamella represents the 
junction of the lesion with peripheral 
normal epidermis. 

Experimental evidence tends to support 
this hypothesis. One homologous mouse 
embryo cell placed in another very young 
mouse blastocyst can be recognized by pig- 
mentary markers in the adult animal, as 
the development of patterns of patchy and 
linear pigmentary disorders are followed. 
The'system demonstrates that one mutant 
cell can produce a widespread, patchy, dis- 
cohtinuous dermatosis. The phenomenon 
of contact inhibition is observed in tissue 
culture of normal cells that- continue to 
grow and divide until they éncounter 
other normal cells of the same type, at 
which point they suddenly stop multiply- 
ing and form a smooth continuous mono- 
layer. Abnormal cells and sometimes cells 
of different types do not show this pheno- 
menon when meeting, but rather form a 
jumble of cells growing over one another. 
Interestingly, in the porokeratosis lesion 
at the cornoid lamella, we find parakerato- 
sis and a diminished granular cell layer 
indicating increased cell proliferation. 
This could represent a failure of contact 
inhibition between normal and abnormal 
cells or possibly simply among the abnor- 
mal cells themselves. 


Since the cells in porokeratosis afe:ab- 
normal, one might expect. an increased 
incidence of carcinomatous degeneration. 
Four carcinomas have been reported in 
three patients with porokeratosis. 

. Still unexplained is the defect responsi- 
ble for-leaving the dermis atrophic and 
fibrotic as the lesion expands. Whether the 
original pathologic change or mutation in 
porokeratosis is in the dermis or in ihe 
epidermis is not known. 

- In 1967, Chernosky described dissemin- 
ated superficial actinic’ porokeratosis? 
which differs from ordinary porokeratosis 
in the late age of onset, the diffuse extent 
and small'size of the lesions, and the rela- 
tionship to actinic exposure. A third clini- 
cal type, porokeratosis palmaris et plan- 
taris disseminata, liessomewhere between 
the two other types. Only one kinship with 
this ‘form of the disease has been dis- 
covered? M " ZEN INS 
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May 23, 1972. 
Jack E. McCleary, MD, Recorder 


Plantar Callus and Diabetic Ulcera- 
- tion Treated by Injectable Liquid 
Silicone.. Presented ‘by Sranron B. 
' May, MD, and S. W. Bargin, DPM (by 
invitation). 
A female diabetic patient, aged 58 
years, had a callus under her left first 


metatarsal head for 20 years. In 1964, an 


ulcer developed at the site (Fig 1) and per- 
sisted until 1966 despite diabetic manage- 
ment and podiatric care twice monthly. 
Excessive weight coupled with a marked 
pes cavus eventually required complete 
avoidance of weight-bearing before the 
ulcer would heal. During April and May 
1966, 4.9 ml of'silicone (Dow Corning 360 
Medical Silicone Fluid of 350 centistokes 
viscosity) was injected beneath the kerato- 
sis at the site of the healed diabetic ulcer. 
This woman worked full time for five years 
following injection, during which period 
palliative care for the callus was provided 
at six-week intervals, as opposed to 
monthly care prior to injections. In the 
past year, since retirement, palliation for 
her callus has been necessary only three 
times. À distinct palpable area is retained 
and continues to provide cushioning for 
the sole (Fig 2). 
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Fig 1.— Ulceration in a diabetic for 21 months 
at the site of a callosity present for 20 years. 





"mw x 





Ph aae 
Fig 2.—Ulceration has not recurred in six 


years following injections totaling 4.9 ml of 
fluid silicone. 


Discussion 

Dr. Leo INDIANER: Dr. Paul LeVan and 
I had an exhibit at the Academy of Derma- 
tology three years ago on the effects of 
injection of silicone into the skin. Our 
histopathologic study at that time, after 
five years' follow-up, did not show foreign 
reaction, but the objection was raised that 
with silicone five years may be a relatively 
short period of time. Using the example of 
silica, when injected into the skin acci- 
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dentally, it may be 20 years or more before 
the body is capable of breaking down silica 
and reacting to it. 

S. W. Barkın, DPM: General medical 
measures to aid the foot of a diabetic, such 
as control of blood sugar and weight, 
should be supplemented by podiatric care. 
In addition to careful surgical debride- 
ment of the callus, special pads, shoes, and 
removable orthopedic supports assist in 
reducing pressures over the ulcer. Callus 
formation is due to a variety of pathome- 
chanical faults that lead to the transmis- 
sion of excessive weight through one or 
several metatarsal heads. Depletion of 
plantar adipose tissue, whether due to dis- 
ease or physical trauma, makes the skin 
more vulnerable to breakdown. Calluses 
are primarily orthopedic problems. Gener- 
ally, palliative care is required for a life- 
time, particularly following tissue-de- 
stroying procedures, such as hyfrecation 
or electrocautery. Relief may be obtained 
through surgical procedures to reduce the 
weight transference of the involved meta- 
tarsal head. Injectable silicone, used to 
augment plantar tissue, now provides an- 
other alternative. 

Dr. GEORGE GEMMINGEN: Fluid migra- 
tion of silicone seems to be related to vol- 
ume injected and perhaps early ambula- 
tion. 

Dr. BALKIN: Repeated injections of 
small amounts of the fluid are important 
in preventing migration. Systemic wan- 
dering and deposition of silicone is affected 
by route of administration, the amount 
given, and the time interval after injec- 
tion.' Catalyzed silicone gels are under 
investigation in an attempt to find formu- 
lations that would be totally retained at 
the injection site.?? 

Dr. PauL Hirscu: Before we accept the 
use of silicone, I call attention to a publica- 
tion by Dr. Walter E. Berman (Trans- 
actions of the American Academy of 
Ophthalmology and Otolaryngology, 1964, 
pp 876-880). Dr. Berman noted that tri- 
tiated silicone dissipated and was identi- 
fied throughout varying organs of the 
body, including the brain. The amount of 
tritiated silicone in the organs of experi- 
mental animals was small as compared to 
the injected site, but it could pose a poten- 
tial hazard if deposited in vital organs and 
cause inflammatory reactions or vascular 
changes with or without occlusion or both. 
Although these experiments were per- 
formed with laboratory animals, I do not 


believe that Dr. Balkin has performed 
similar studies in humans utilizing tritiat- 
ed silicone. There is no question that the 
local injection of silicone between the skin 
and the underlying bony prominences is 
an effective modality for forming a cush- 
ion-type pad. We are all familiar with the 
nonhealing ulcers resulting from inappro- 
priately injected silicone and also the mas- 
sive silicone injections into the breast, 
which precludes the clinical findings of 
underlying tumors. 

Dr. PAuL LeVaAN: The technique, the 
amount injected, the site injected, and the 
type of tissue injected are important fac- 
tors. I think the Food and Drug Adminis- 
tration is right in withholding this materi- 
al. If you had asked me many years ago 
when we were using silicone how long I 
keep these people off weight-bearing in 
that particular area, I would have said at 
least two or three days. It takes time for 
the histiocytic reaction, followed by the 
trabeculation, to anchor it. If I remember 
from our study, trabeculae form about the 
eighth day. 

Dr. BALKIN: I request that weight-bear- 
ing be curtailed for one to two hours; how- 
ever, several elderly and arthritic pa- 
tients, who were unable to walk other 
than on the injected site, have had excel- 
lent results. Cases presented in my film 
were injected with fluid obtained prior to 
the FDA's ban on the injection use of sili- 
cone. In treating close to 400 corns and cal- 
luses subdermally with multiple doses, 
varying from 0.1 to 0.5 ml per injection, - 
there has been no infection, ulceration, or 
rejection of fluid. No area injected has 
been made worse and excellent results 
have been achieved in 65% of calluses and 
85% of corns. Approval of this material for 
augmentation of plantar tissue will pro- 
vide an effective alternative to surgery. 
An eight-year study on the injection of 
liquid silicone for plantar keratoses will be 
published in volume 87 of Clinical Ortho- 
paedics and Related Research, 1972. 
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If all the ties in the world were shocking pink, 
buying suits would be a knotty problem. 


A tie-rack full of hot pink ties But, now, there are four new per bottle. 
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The hexacetonide ester of the potent glucocorticoid triamcinolone... 


the most useful potency (5 mg. per cc.) 


- lesions respond to intralesional dosage of 0.5 mg. or less per square inch 
* indicated in intralesional or sublesional therapy of cystic acne, alopecia areata, sebaceous cysts, 
nummular eczema, keloids, lichen planus, lichen simplex chronicus, discoid lupus erythematosus, 


neurodermatitis, and psoriasis 
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* over-sized vial facilitates addition of diluents 


low solubility resulting in slow absorption from injection site 


COMPARATIVE SOLUBILITY OF INJECTABLE CORTICOIDS 


Dexamethasone phosphate ..................... 
Triamcinolone acetonide ....................... 
Betamethasone acetate ........................ 


Methylprednisolone acetate .......... 


Prednisolone tertiary butyl acetate .............. 


ARISTOSPAN Triamcinolone Hexacetonide 
(Based on data on file at Lederle Laboratories) 


DESCRIPTION: A suspension containing 5 mg./cc. of micronized triam- 
cinolone hexacetonide in the following inactive ingredients: Polysorbate 

80 USP 0.20"; w/v; Sorbitol solution USP 50.00"; v/v; Water for Injection 
q.s. 100.00^; v. Preservative: Benzyl Alcohol 0.90%, w/v. 


CONTRAINDICATIONS: Do not give intravenously. (Absolute) Active, 
latent or questionably healed tuberculosis; ocular herpes simplex; acute 
psychosis. Hypersensitivity to any component. (Relative) Active peptic 
ulcer; acute glomerulonephritis; myasthenia gravis; osteoporosis; fresh 
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above, consider the risks against anticipated gains. 


WARNING: Unilateral blindness has been reported following steroid injec- 
tion in the scalp (extremely rare). Weigh possible benefits against possible 
risks when injecting into facial or scalp region. 


PRECAUTIONS: Upon anaphylactoid or other severe reactions or idiosyn- 
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prolonged treatment. When patients on ARISTOSPAN, or up to two years 
after discontinuance, are subjected to unusual stress (trauma, surgery), 
consider use of a soluble corticosteroid. Corticosteroid therapy may obscure 
symptoms of developing infection; if it occurs, treat appropriately. Growth 
suppression of children is possible during prolonged use. Corticosteroid 
therapy provides symptomatic treatment and does not obviate the need for 
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conventional measures. INTRALESIONAL, SUBLESIONAL USE: Over- 
dosage (single, or repeated injections into the same intralesional site) may 
produce local subcutaneous atrophy, delaying recovery for several months. 
Avoid entering a blood vessel. 


ADVERSE REACTIONS: INTRALESIONAL, SUBLESIONAL: (Most 
troublesome) Subcutaneous atrophy at injection site (usually due to 
frequency of injection, overdosage, inadequate dilution, too great a volume) . 
LOCAL EFFECTS: abscess, erythema, pain, swelling, necrosis, intradermal 
calcification at injection site, hypopigmentation, hyperpigmentation. 
SYSTEMIC EFFECTS: infrequent, but possible: depression of appetite 

(in contrast to voracious appetite ordinarily encountered with other gluco- 
corticoids; mood depression (most common corticosteroids may cause 
euphoria); mild early diuresis making edema uncommon (common gluco- 
corticoids cause sodium retention and edema); myopathy with muscle 
weakness involving thighs, pelvis and lower back (may occur more frequently 
than with other corticosteroids). GENERAL GLUCOCORTICOID 
EFFECTS: Cushingoid changes such as: acne, flushing, moon face, hirsu- 
tism, etc.; endocrinologic effects such as amenorrhea, menstrual irregularity, 
aggravation of pre-existing and/or precipitation of latent diabetes mellitus; 
skeletal changes such as osteoporosis, spontaneous fractures, aseptic 
necrosis of hip, humerus, and metacarpals; psychic disturbances, insomnia, 
headache, increased intracranial pressure with papilledema (pseudotumor 
cerebri), convulsions; exophthalmos, increased intraocular tension, subcap- 
sular cataracts; peptic ulcer with possible perforation and hemorrhage; 
ulcerative esophagitis; thromboembolic disease, ecchymoses, purpura, 
leukopenia; negative nitrogen balance; hypertension; and rarely, necrotizing 
angiitis and acute pancreatitis. These systemic effects are unlikely to occur 
when drug is used as recommended. 
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News and Notes 


Slide-Tape Programs on Basic 
Sciences. — Copies of the slide-tape 
programs on Basic Sciences in Der- 
matology are available on loan at no 
charge from the American Academy 
of Dermatology (2250 Flanders St, 
Portland, OR 97210) to dermatologic 
societies, individual dermatologists, 
investigators, and other interested 
individuals. The presently -available 
slide-tapes are: “Cell Reproduction in 
Skin Diseases” (“Part I. Cell Prolif- 
eration Kinetics”) prepared by Gerald 
Weinstein, MD, and “Drug Photosen- 
sitivity: Clinical Features and Mech- 
anisms of Action" (“Part I. Biophys- 
ics and Phototoxicity”) prepared by 
Leonard Harber, MD. 

Slide-tape programs in preparation 
include part II of both of the above 
programs, and the subjects of immu- 
nofluorescence, percutaneous absorp- 
tion, acne and sebaceous glands, and 
pigmentation.. 

These slide-tapes may also be pur- 
chased from the Institute for Derma- 
tologic Communication and Educa- 
tion, 2785 Jackson St, San Francisco 
94115. 


Pediatrie Dermatology Semin- 
ar.—The Skin and Cancer Unit of 
Mount Sinai Medical Center is spon- 
soring a seminar in pediatric derma- 
tology, to be held at the Fontaine- 
bleau Hotel, Miami Beach, Fla, Feb 
22-24, 1974. Address all inquires to 
Mrs. Frances Richardson, Postgrad- 
uate Education, Mount Sinai Medical 
Center, 4300 Alton Rd, Miami Beach, 
FL 33140. The speakers will include 
Albert M. Kligman, Sidney Gellis, 
Robert Gorlin, Gordon Sauer, Nardo 
Zaias, Milton Grossman, Philip Frost, 
A. Bernard -Ackerman, and Guinter 
Kahn. Postgraduate. training: credit 
will be giveh for attendance of this 
meeting. ` > : 


West Coast Allergy Society Meet- 
ing.— The West Coast Allergy Soci- 
ety Annual Scientific Meeting will be 
held Nov 1-3, 1973, at the Ala Moana 
Hotel in Honolulu. For further infor- 
mation, contact West Coast. Allergy 
Society, E. Donald Lynch, MD, Chair- 
man, Program Committee, 2164 SW 
Park Place, Portland, OR 97205. 
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Monograph on Raw Materials 
Used in Fragrance Industry. — The 
Research ‘Institute for Fragrance 
Materials, Inc., is publishing, as a 
regular feature of the journal Food 
and Cosmetics Toxicology, their 
monographs on raw materials used 
in the fragrance industry. The first 
set of ten monographs appeared in 
volume 11, pages 95 to 115. 


European Society for Dermato- 


logical Research Meeting.—The . 


fourth meeting of the European Soci- 
ety for Dermatological Research will 
take place in the RAI-Congrescen- 
trum ‘in Amsterdam, April 23-24, 
1974. 
Attendance at the scientific ses- 
sions will be opened to all members, 
contributors (introduced. by mem- 
bers) and guésts. Nonmembers who 
wish to present a paper are kindly 
requested to send their abstract to 
the secretary. They will be invited to 
attend the meeting as either contribu- 


tors or guests. Abstract forms àre- 


available on simple request to the 
secretary. ` 


All abstracts should be mailed to 


Michel Prunieras, Secretary, Fonda- 
tion Ad de Rothschild, 29 rue Manin 
75019 Paris, before Dec 15, 1973. 


Psoriasis Reasearch: Award for 
1973. — The Department of Dermatol- 


ogy, Baylor College of Medicine, 
Houston, announces the Mr. and Mrs. 
J. N. Taub International Memorial 
Award for Psoriasis Research for 
1973. 

This annual award of $1,000 was 
established in 1957 by Carol and 
Henry J. N. Taub in honor of their 
grandparents, Mr. and Mrs. J. N. 
Taub. Their establishment of this pro- 
gram carried with it the hope that the 
award would be an incentive to de- 
velop a cure to alleviate one of the 
problems of mankind. 

The award is designed for the in- 
dividual or group whose investiga- 
tive work in this field has been the 
most outstanding. Names of appli- 
cants for the award, together with 
supporting data, should be submitted 
for consideration by Dec 1. Results of 


` the research must have been present- 


ed before a dermatological medical 
society or published in a recognised 
medical journal. 

The award's recipient will be de- 
termined by a committee of seven 
men..If, in the committee's opinion, 
none of the applications reflects out- 
standing research, no award will be 
given for the year. 

Address all communications to 
John M. Knox, MD, Professor and 
Chairman, Department of Dermatol- 
ogy, Baylor .College of Medicine, 
Houston, 77025. 


"REVISED DRUG EVALUATIONS TO BE RELEASED SOON 


The revised second edition of AMA Drug Evaluations will be published : 
in early September under a contract the AMA has written with Publish- 
ing Sciences Group, Inc., of Acton, Mass. . j 

' A number of changes have been made from the first edition, released 
in 1971. The second edition will be a hardcover volume, somewhat small- 
er in dimensions and easier to handle. It has been completely redesigned 
and edited to make it more readable. The new drugs section has been 
eliminated, and all drugs, including new ones, have been evaluated 
under their appropriate therapeutic classifications. Structural formulas 
have been included for most drugs. Drug interactions have been given 

' expanded coverage. Three new chapters have been added, and all chap- 
‘ters have been revised and updated, making the second edition of AMA - 
Drug Evaluations the most complete and current compilation of drug i in- ; 


formation available anywhere. 


: The revised edition: will be sold to institutions and non-AMA Scabies 
for $22.00, and to AMA members and students-for $16.50 after publica- 
tion. The book is being offered-to AMA-members and students now at the 
‘special prepublication price of $14.85 (plus $0.50 for postage and han- 


dling). To 6 


der the book or to obtain further information, write to. 


Ge Sciences Group, Inc., 411- Massachusetts Bus Acton, y Mass : 


01720. 
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Books 


Soap Photodermatitis. By Peter Simon Her- 
man, MB, BS (Melbourne), MSc, W Mitchell 
Sams Jr, MD. Price, $14.75. Pp 181, with few 
illustrations. Charles C Thomas Publisher, 
301-327 E Lawrence Ave, Springfield, IL 
62703, 1972. 

This compact 181-page textbook is 
a comprehensive monograph concern- 
ing a most fascinating and recently 
defined medical problem, photoder- 
matitis. Its chapters, written in a 
concise and lucid manner, contain 
material of relevance for dermatolo- 
gists, photobiologists, immunologists, 
as well as members of industry con- 
cerned with household products and 
consumer protection. 

The authors have wisely presented, 
in the early chapters, a simple review 
of the biochemistry and biophysics 
necessary to understand how thou- 
sands of individuals developed ad- 
verse cutaneous reactions following 
the use of soaps containing selected 
antibacterial agents known as halo- 
genated salicylanilides. They discuss 
studies of diverse investigators, dem- 
onstrating that the underlying mech- 
anism of action in this particular pho- 
todermatitis is an immunologic one of 
the cell-mediated, delayed hypersen- 
sitivity type. In this reaction, light 
photochemically alters the halogen- 
ated salicylanilide into an active pho- 
tohapten. The authors are well quali- 
fied to present this scientific material, 
for their own macrophage inhibition 
studies contributed greatly to a better 
understanding of the pathogenesis of 
this reaction. 

Another outstanding feature of the 
textbook is its exhaustive bibliogra- 
phy, which is comprehensive in both 
clinical and basic science references. 
A minor flaw is Table 1, which gives a 
list of commercial preparations con- 
taining halogenated salicylanilides. 
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The data in this table are no longer 
complete nor accurate because the 
manufacturers have frequently al- 
tered the composition of the soaps for 
commercial as well as medical rea- 
sons. 

In summary, this monograph is 
highly recommended for those inter- 
ested in the clinical features and 
mechanism of action underlying an 
unusual type of contact photoderma- 
titis. 

LEoNARD C. HanBER, MD 
New York 


Atlas of Diseases of the Oral Mucosa. By JJ 
Pindborg. Pp 285, with many illustrations. 
Munksgaard International Publishers Ltd, 35 
Norre Sogade, DK-1370 Copenhagen K, 1973. 


This atlas presents about 250 clini- 
cal color photographs of clinical le- 
sions of the oral cavity, each accom- 
panied by a concise and meaningful 
synopsis of the pathologic condition 
depicted. The pictures are of out- 
standing quality, with good reproduc- 
tion of color and excellent delineation 
of pathologic findings, and are repro- 
duced on hard-finish, glossy paper, 
which adds to their value. 

There is an extensive range of con- 
ditions presented, but the table of 
contents and the index permit the 
reader to readily find where the con- 
dition is described in the book. 

The accompanying descriptions are 
for the most part pertinent; the brevi- 
ty of the text prohibits extensive dis- 
cussion. Some confusion might exist 
when the conditions “viral wart” and 
“condyloma acuminatum” are de- 
scribed separately; yet reading of the 
text indicates that the author be- 
lieves them to be the same. It might 
have been well, likewise, to associate 
more closely “myelomatosis” and “am- 
yloidosis” and indicate their simi- 
larity by continuity in the text rather 
than separating them by 25 pages. 

The wide range of conditions dis- 
played and the very fine quality of 
pictorial reproduction makes this at- 
las an outstanding reference for dis- 
eases of the oral mucosa. Not only 
those interested in stomatology, but 
medical students, general practition- 
ers, and students of dermatology will 
profit by having this book in their li- 
brary as a ready reference for the 
diagnosis of oral pathologic abnor- 
malities of both local and systemic 
diseases. 

Hanor» O. Perry, MD 
Rochester, Minn 


Clinical Photography. By H. Lou Gibson. 
Price, $2.95. Pp 118, with numerous illustra- 
tions. Eastman Kodak Co, 348 State St, Ro- 
chester, NY 14650, 1972. 

Clinical Photography by H. Lou 
Gibson updates many of the previous 
writings and presentations of this 
acknowledged authority in clinical 
and biomedical photography to pro- 
duce a very valuable text and refer- 
ence work for anyone engaged in the 
photography of medical patients. 
Prior to retirement, Gibson was a 
technical editor at Eastman Kodak. 

The book is directed primarily at a 
paramedical audience of practicing 
medical photographers and assumes 
a working knowledge of cameras and 
films. The emphasis is on camera 
technique, on lighting and posing of 
the patient to produce visually accu- 
rate records, and on techniques to 
replicate serial photographs. Numer- 
ous illustrations show optimal photo- 
graphs of clinical conditions, along 
with posing instructions and dia- 
grams to show the lighting tech- 
niques. 

It is unfortunate in a book dealing 
with photography, and one relying so 
heavily on photographic illustration, 
that more recent illustrations were 
not selected. Many of the illustrations 
are the same as those in Gibson’s 
Photography of Patients published in 
1952. While the clinical information 
contained in photographs and the 
techniques described are largely 
timeless, the apparent currency of the 
book suffers from the dated hair 
styles, orthopedic appliances, and in 
some cases, references to equipment 
that no longer exist. I found the at- 
tempt to maintain patient anonymity 
by air brushing out the eyes of the 
patient to be more distracting than 
concealing. 

In spite of the dated illustrations, 
this is an excellent book for anyone 
who produces or orders medical pho- 
tographs. The reasonable price of 
$2.95 for the soft-cover edition makes 
this easily possible. The clinician who 
wishes to do his own photography will 
find this book extremely valuable. If 
he has professional photographic 
services available, this book should 
greatly aid the communication be- 
tween clinician and photographer. 
The experienced medical photogra- 
pher will find the book to be a helpful 
refresher and the section on medical 
terminology to be highly useful. 

JAMES S. MARTIN 
Rochester, Minn 
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Tenderness for sensitive skin. 
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Quia. (ake 


| Soap-Free Skin Cleanser 


Gentle Lowila Cake is a mainstay in dermatitic skin therapy. Its low pH (4.5-5.5) helps pro- 
tect the natural acidity of the skin and favors healing. Hypoallergenic, rich lathering Lowila 
provides care for tender skin. Recommended for dermatitic and eczematous patients of 
all ages, including babies. See PDR. Suppled: 3% oz. bars. 


Contains sodium lauryl sulfoacetate in a corn dextrin base. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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IN CONTACT DERMATITIS 


VALISONE Aerosol 


BEVAMEFIASONE VALERATE 


Aerosol 0.15% w/w (as betamethasone) 
CLINICAL CONSIDERATIONS: 

INDICATIONS VALISONE Aerosol is indicated, 
solely, for the adjunctive topical management for 
the relief of inflammatory manifestations of acute 
contact dermatitis. 

CONTRAINDICATIONS Topical steroids are con- 
traindicated in tuberculosis of the skin and some 
viral diseases of the skin (vaccinia and varicella). 
Hypersensitivity to any of its components is a con- 
traindication to the use of VALISONE Aerosol. 
This preparation also is contraindicated for use 
under occlusive dressings. 

WARNINGS 

Keep away from eyes or other mucous mem- 
branes. 

Avoid inhaling. 

Avoid freezing of the tissue by not spraying for 
more than 3 seconds, at a distance not less than 
6 inches. 

Contents are under pressure. Do not puncture. 
Do not use or store near heat or open flame. Ex- 
posure to temperatures above 120° F may cause 
bursting. Never throw container into fire or incin- 
erator. Keep out of reach of children. 
PRECAUTIONS If irritation or sensitization de- 
velop with use of VALISONE Aerosol, treatment 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. 

If extensive areas are treated, the possibility 
of increased systemic absorption of the cortico- 
steroid exists and suitable precautions should be 
taken. The effects of systemic absorption of 
steroids are reversible. 

Ulceration has been reported in a few cases with 
useof topical corticosteroidsin skinconditions which 
involve impaired circulation (i.e., stasis dermatitis). 

Use in women of childbearing age: Although 
topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of 
their use in pregnant females has not absolutely 
been established. Therefore, they should not be 
used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corti- 
costeroids. 


burning sensations hypertrichosis 
itching acneform eruptions 
irritation hypopigmentation 
dryness skin atrophy 
folliculitis secondary infections 
miliaria striae 


DOSAGE AND ADMINISTRATION The container 
may be held upright or inverted during use. The 
spray should be directed onto the affected area 
from a distance of approximately 6 inches and 
applied for only 3 seconds. 

Apply the medication three to four times a day. 

For more complete details, consult package in- 
sert or Schering literature available from your 
Schering Representative or Professional Services 
Department, Schering Corporation, Kenilworth, 
New Jersey 07033. sie 374 


brand of 


BEAMERASONE 7 ils 


*FOR CONTACT DERMATITIS ONLY ` 


Cools and soothes hot, oozing, itching lesions... 
easily penetrates hairy areas... À 
conveniently treats hard-to-get-at skin surfaces... 
cosmetically elegant—invisible, odorless, 

stainless. 


See Clinical Considerations section on opposite page... 








This little capsule is one of the last strongholds 


against foreign domination of tetracyclines 


(commercially, that is). 
ACHROMYCIN V 


The only major tetracycline hydrochloride made in America — 
from start to finish. Yet priced with the imports. 


ACHROMYCIN V is the only major tetracycline hydrochloride made 
entirely in the U.S.A. Most brands are made with imported materials at 
some stage. Many companies import the finished capsules, label the 
bottle and sell it as their own. Others import bulk powder, encapsulate 
here and still say it's made in America. 


Not ours! 


ACHROMYCIN V used in America is made in America — totally. 


Available in 100 mg, 250 mg, and 500 mg capsules. 


ACHROMYCIN V 
TETRACYCLINE HCI 


Indications: For the treatment of susceptible in- 
fections; e.g., E. coli, D. pneumoniae. For full list 
of approvea indications consult labeling. 
Contraindications: Hypersensitivity to any tetra- 
cycline. 

Warnings: The use of tetracyclines during tooth 
development (last half of pregnancy, infancy and 
childhood to the age of 8 years) may cause per- 
manent discoloration of the teeth (yellow-gray- 
brown). This is more common during long-term 
use but has been observed following repeated 
short-term courses. Enamel hypoplasia has also 
been reported. Tetracyclines, therefore, should 
not be used in this age group unless other drugs 
are not likely to be effective or are contraindi- 
cated. In renal impairment, usual doses may 
lead to excessive accumulation and liver toxicity. 
Under such conditions, use lower doses and, in 
prolonged therapy, determine serum levels. Pho- 
tosensitivity manifested by an exaggerated sun- 
burn reaction has been observed in some taking 
tetracyclines. Advise patient of this reaction to 
direct sunlight or ultraviolet light, and discon- 
tinue treatment at first evidence of skin erythema. 
In patients with significantly impaired renal func- 
tion, the antianabolic action of tetracycline may 
Cause an increase in BUN, leading to azotemia, 


edm» LEDERLE LABORATORIES * A Division of American Cyanamid Company, Pearl River, New York 10965 


hyperphosphatemia, and acidosis. In pregnancy: 
Animal studies indicate that tetracyclines cross 
the placenta, are found in fetal tissues and can 
have toxic effects on the developing fetus (often 
related to retardation of skeletal development). 
Embryotoxicity has also been noted in animals 
treated early in pregnancy. /n newborns, intants, 
and children: All tetracyclines form a stable cal- 
cium complex in any bone-forming tissue. Pre- 
matures, given oral doses of 25 mg./kg. every 6 
hours, demonstrated a decrease in fibula growth 
rate, reversible when drug was discontinued. 
Tetracyclines are present in the milk of lactat- 
ing women who are taking a drug of this class. 
Precautions: Use may result in overgrowth of 
nonsusceptible organisms, including fungi. If 
superinfection occurs, institute appropriate ther- 
apy. In venereal disease when coexistent syphi- 
lis is suspected, darkfield examination should be 
done before treatment is started and blood serol- 
ogy repeated monthly for at least 4 months. 
Patients on anticoagulant therapy may require 
downward adjustment of such dosage. Test for 
Organ system dysfunction (e.g., renal, hepatic 
and hemopoietic) in long-term use. Treat all 
Group A beta hemolytic streptococcal infections 
for at least 10 days. Avoid giving tetracycline in 


conjunction with penicillin. 

Adverse Reattions: G./.: anorexia, nausea, vom- 
iting, diarrhea, glossitis, dysphagia, enterocolitis, 
inflammatory lesions (with monilial overgrowth) 
in anogenital region. Skin: maculopapular ery- 
thematous rashes. Exfoliative dermatitis (uncom- 
mon). Photosensitivity. Renal toxicity: rise in 
BUN, dose-related. Hypersensitivity: urticaria, 
angioneurotic edema, anaphylaxis, anaphylac- 
toid purpura, pericarditis, exacerbation of sys- 
temic lupus erythematosus. In young infants, 
bulging fontanels have been reported following 
full therapeutic dosage, disappearing rapidly 
when drug was discontinued. Blood: hemolytic 
anemia, thrombocytopenia, neutropenia, eosino- 
philia. When given over prolonged periods, tetra- 
cyclines may produce brown-black microscopic 
discoloration of thyroid glands; no abnormalities 
of thyroid function studies are known to occur. 
Concomitant therapy: Antacids containing alu- 
minum, calcium, or magnesium impair absorption; 
do not give to patients taking oral tetracycline. 
Food and some dairy products also interfere with 
absorption. Oral doses should be given 1 hour be- 
fore or 2 hours after meals. Pediatric oral doses 
should not be given with milk formulas, but 
should be given at least 1 hour prior to feeding. 
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EMULSIFICATION ALONE DUAL-DEGREASING IONIL 


leaves some skin oils behind. Commonly-used emulsified and dissolved the cholesterol 
emulsifier with water failed to dissolve cholesterol for thorough dual-degreasing action. 


IOS SYSTEM 
dual-degreasing 
makes the 
difference 


p E 
lonil’’ lonil 
Nonionic/cationic dandruff shampoos 


lonax Scrub 


Lemon scented abradant cleanser 


lonax Foam 


Oily skin cleanser 


lonil Contains: Salicylic acid 2% and benzalkonium chloride 0.2% in a blend of Owenethers™ (ethoxylates), alcohol 13% 
Owen Laboratories loni! T Contains: lonil and Owentar® (specially processed form of coal tar solution). lonax Scrub Contains: Polyethylend 


Owen P. O. Box 34630 granules; Owenethers™ (ethoxylates); alcohol 12% and benzalkonium chloride 0.25% in a nonionic/cationic base. 
Dallas, Tex. 75234 ionax Foam Contains: Owenethers™ (ethoxylates) and benzalkonium chloride 0.2% in a nonionic/cationic base. 





Sun-sensitives know 


Hell on Earth | 


= - re 


Maximum protection 
for sun-sensitive skin. 


PreSun lotion with true PABA, not a less effective ester, 
gives máximuifi protection against the sun's burning rays. 
PreSun has beh clinically proven to be far superior to 
other sunscreens tested in providing a ‘‘protective 
reservoir ' that diffuses deeper into the skin's 
horny layer.’ 
PreSun is a protective sun-screening agent.that 
allows a deeper, darker, longer-lasting tan in the 
abrerice oh pies ibun 
nce a day application protects most sun- 
sensitives all day. PreSun retains its effectiveness True PABA 
even when heavy perspiration occurs. Formula 
PreSun protects the sun-sensitives so they can 5% p-aminobenzoic 
spend more time in the sun. acid, 


1. Willis, l., Kligman, A.M.: Aminobenzoic Acid and its esters: 55% ethyl alcohol, 
The quest for more effective sunscreens. Arch Derm 102: 405-417, : special emollients. 
Oct. 1970. 

9. Langner, A., Kligman, A. M.: Tanning Without Sunbutn With ———"——S— 

A minobenzoic Acid-Type Sunscreen. Arch Derm 106: 338-343 Westwood Pharmaceuticals Inc. Buffalo, New York 14213 
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Our skin—the human integument - 
—covers us, defines us, protects ~ 
us. But skin is subject to cuts, 
burns, abrasions. And infections. 
i tment fights | 

oviding broad 
antibacte. | action against sus- 
ceptible skin invaders. It contains 
antibiotics that are rarely used © 
systemically, reducing the risk | 
of se sensitization. 
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INDICATIONS: Therapeutically, gba as an adjunct Ag Kaopat syštemic ^ 

therapy for topical infections, primary or secondary, due to susceptible 

organisms, as in: « infected burns, skin grafts, surgical incisions, otitis externa $ m 
. primary pyodermas (impetigo, ecthyma, sycosis vulgaris, paronychia) 
E secondarily infected dermatoses (eczema, herpes, and seborrheic dermatitis) 
e traumatic lesions, inflamed or suppurating as a result of bacterial infection. 
Prophylactically, the ointment may be used to prevent bacterial contamination 
J. in burns, skin grafts, incisions, and other clean lesions. For abrasions, minor cuts and 
wounds accidentally incurred, its use yay Prevent the development of infection and 
|... permit wound healing. 
CONTRAINDICATIONS: Not for use in the Stare ear canal if the eardrum is perforated. 
This product is contraindicated in those Ape who have shown hypersensitivity 


é ' to any of the components. 


PRECAUTION: As with other antibiotic > pre rátiófis; prolonged use may result i in 
overgrowth of nonsusceptib a ee and/or fungi. Appropriate measures should be taken 
if this occurs. Articles in ti rrent medical literature indicate an increase in the prevalence 
of persons allergic to neomycin. The possibility of such a reaction should be borne in mind. 


» Complete literature available | on req pem Professional Services peu PML. 


-N BOSPOR IN ‘Ointment 


Each gram contains: Aerosporin® brand Polymyxin B Sulfate 
5,000 units; zinc bacitracin 400 units; neomycin ma 5 mg. 
(equivalent to 3.5 mg. neomycin base); special white olatum 
q.s. 4 tubes of 1 oz. and % oz. and '4; oz. (approx. ) foil p ckets. 
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for oily scalps of acne patients 


NEW PERNOX Shampoo 


New Pernox® Shampoo...specially formulated for 
oily scalps associated with acne. A combination of 
biodegradable cleansers and hair conditioners, 
Pernox Shampoo effectively cleanses an oily scalp 
without leaving the hair dry and brittle. It has a pH 
of 5.5 which is the same as that of normal skin and 
scalp. Works into a rich lather...conditions as it 
cleanses...leaves hair soft and manageable with- 
out that fly-away look. 

Supplied: 4 oz. and 8 oz. plastic shatterproof bottles. 
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A MAJOR DEVELOPMENT IN THERAPY 
FOR ACNE VULGARIS; 





Announcing 


by prescription only 


dosage form 
and strenet 


—for even 
greater 


therapeutic 
flexibility 


a new ethical specific from 
the Dermatological Division of 


Scanning electron microscopy 
reveals RETIN-A effect on open 
comedo (X 100). 


'Primarily grades I, II, and III in which comedones, papules, and pustules predominate. 
fective i st cases of severe pustular and deep cystic nodular varieties 





an apparently unique 


mode of action 


In sharp contrast to the current superficial peel- 
ing agents, RETIN-A is a deep-acting topical agent 
that stimulates epithelial proliferation within the 
follicular canal as well as in the surface epithelium. 

Most topical acne therapies are only “peeling 
agents” in that they are epidermal irritants, produc- 
ing desquamation with the objective of unplugging 
existing comedones. But exfoliation of epidermis 
alone does little more than produce scaling. 

The apparently unique mode of action of 
RETIN-A is the basis for its clinical efficacy in topical 
acne therapy. 

Evidence to date suggests: 

RETIN-A expels existing comedones. The 
reduction in number of attachment plates (desmo- 
somes) of the epidermal cells and the increased 
cell turnover within the plugged pilosebaceous 
orifice loosens the anchorage of existing comedones 
and expels them from the follicle. 

RETIN-A breaks up precursor comedones 
(previously unseen lesions). What may appear 
to be an exacerbation of the acne process is its 
effect on previously unseen lesions. RETIN-A in- 
creases the permeability of the sebaceous glands 
and permits escape of trapped lipids and fatty 
acids. An accelerated "natural" local inflammatory 
and/or leukocytic response provides early resolu- 
tion of the deep lesions before they reach the skin 
surface. 

RETIN-A prevents the formation of new 
comedones. Whereas comedo formation 
depends on horny cells sticking firmly together to 
create a solid plug to block the follicular canal, the 
accelerated turnover of these cells and the reduc- 
tion in the number of attachment plates induced 
by RETIN-A loosens the attachment of horny cells 
to one another and helps to prevent formation of 


solid plugs that comprise the comedo. 


you titrate the response 


Though erythema is not a necessary pre- 
requisite to effective therapy with RETIN-A, it does 
occur in many patients. When it does, it can serve 
as a guide to therapy. Erythema may be usedas a 
titratable index to aid the physician in controlling 
irritation (excessive erythema) while achieving 
optimal response by selecting appropriate dosage 
form and dosage frequency tailored to the individ- 
ual patient's particular requirements. 

Too much erythema may give the patient a 
false impression that he is not tolerating the treat- 
ment and thus cause him to abandon the medica- 
tion. He is more likely to adhere to the regimen if 
the physician supervises his treatment regularly, re- 
ducing the frequency of application if necessary, 
even though therapeutic response may be slower 
with this approach. The amount and vigor with 
which RETIN-A is applied also can be a factor in 
producing erythema; the patient should be in- 


Fig. 1 Untreated open comedo. Note tightly adher- 
ent corneocytes, admixed with microorganisms, 
debris, and sebum (x 200). 
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structed initially to use RETIN-A once daily in an 
amount and manner sufficient to produce a satisfac- 
tory response without causing excessive erythema. 

Most patients who developed erythema in 16 
well-controlled studies* exhibited the maximum in- 
tensity in either the second or third week of treat- 
ment. Subsequently the degree of erythema 
decreased in most patients as treatment continued. 

Thus, after a few weeks of therapy with 
RETIN-A, when clinical response is becoming ap- 
parent and excessive erythema is less likely to 
occur, the frequency of application can be in- 
creased, if desired. 

The introduction of the third important dosage 
form, RETIN-A Brand tretinoin Cream 0.1% , now 
provides even greater therapeutic flexibility to 
enable you to titrate for individual patient response. 

The therapeutic range and flexibility with 
RETIN-A facilitates treatment of acne vulgaris, 
primarily grades I, II, and IlI** in which comedones, 
papules, and pustules predominate. 


ae 


The patient who continues to experience ex- 
cessive irritation, even after careful titration with 
RETIN-A, should be withdrawn from therapy. 


TITRATION 


to control clinical response 
while avoiding excessive erythema 


PHYSICIAN- 1. FREQUENCY 
SUPERVISED 2. STRENGTH 

For Acne Vulgaris 3. DOSAGE FORMS 

Grades |, Il, Ill 4. ADJUNCTIVE MEASURES? 





Data on file in the Department of Clinical Research, Johnson & 
Johnson 

It is not effective in most cases of severe pustular and deep cystic 
nodular variéties (acne conglobata). 


Hinstruct patient to: Wash face gently, no more than 2 or 3 times daily. 
Pat face dry with towel (don't rub). Wait 15-20 minutes before apply- 
ing RETIN-A. Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. Use mild soap and 
shampoo (PURPOSE Brand Soap; PURPOSE Brand Shampoo). Avoid 
excessive exposure to extremes of climate. 





Fig. 2 Close-up detail illustrating firm 
adherence and compacting oí cells, 
microorganisms, debris, and oily film 
(x 1000). 


Fig. 3 Treated open comedo. RETIN-A therapy 
(three weeks). The lesion is springing up out of 
its crater. Note reduced cohesiveness of the 
cellular mass (x 100). 


Fig. 4 Close-up detail illustrating effect 
of RETIN-A on corneocytes, now clearly 
visible as loosely attached individual 
cells (x 1000). 





clinical response 


In 16 well-controlled, double-blind studies 
utilizing 0.05% RETIN-A Brand tretinoin solution 
and involving 372 patients, good to excellent results 
were attained in 72.8% of the cases, with only 
27.2% rated fair to poor, and with less than 2% 
adverse reactions noted. 

Five randomized double-blind studies were 
performed utilizing RETIN-A Brand tretinoin ina 
hydrophilic cream base on 85 teenage and young 
adult patients with grades II and IIl acne. They re- 


by prescription only 


Retin- 


BRAND 


tretinoin 


Scanning electron micrographs by C. M. Papa, M.D., Johnson & Johnson Research. 


ceived treatment once or twice daily with RETIN-A 
0.1% , using the cream base as a control, for periods 
of up to 16 weeks. A good to excellent response was 
achieved in 62.3% of these patients, with 37.7% 
rated poor to fair. An adverse reaction was noted in 
only 1 patient. 

The cream base is a convenient vehicle for use 
by the patient, and appears to contribute to a re- 
duction in adverse effects over the effects noted 
with previous formulations. 

For prescribing information, 
please see last page of this advertisement. 


Saturated Swabs 0.05% 
Liquid 0.05% 
New Cream 0.1% 


an ethical specific from the Dermatological Division of fohmonsfohmon 
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Description: RETIN-A Brand tretinoin is available in both liquid and 
cream vehicles. RETIN-A liquid contains tretinoin (all-trans retinoic 
acid; vitamin A acid) 0.05% by weight, polyethylene glycol 400, 
butylated hydroxytoluene, and alcohol 55%. RETIN-A cream con- 
tains tretinoin 0.1% by weight in a hydrophilic cream vehicle of 
isopropyl myristate, white wax, polyoxyl 40 stearate, stearyl alcohol, 
stearic acid, and parabens (methyl and propyl). 


Evidence to date suggests it 

acts deep within the follicular canal 
to expel existing comedones, 
break up their precursors, and 
prevent formation of new ones 





by prescription only 


Reti DA 


tretinoin 


Saturated Swabs 0.05% 
Liquid 0.05% 
New Cream 0.1% 


RETIN-A liquid contains tretinoin 0.05% by weight, polyethylene 
glycol 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A 
cream contains tretinoin 0.1% by weight in a hydrophilic cream 
vehicle of isopropyl myristate, white wax, polyoxyl 40 stearate, 
stearyl alcohol, stearic acid, and parabens (methyl and propyl). 
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Indications: RETIN-A Brand tretinoin is indicated for topical applic 
tion in the treatment of acne vulgaris, primarily grades I, II, and III i 
which comedones, papules, and pustules predominate. It is not effi 
tive in most cases of severe pustular and deep cystic nodular variet 
(acne conglobata). 

Contraindications: Use of the product should be discontinued if 
hypersensitivity to any of the ingredients is noted. 

Warnings: RETIN-A Brand tretinoin should be kept away from the 
eyes, the mouth, angles of the nose, and mucous membranes. Topi: 
use may induce severe local erythema and peeling at the site of 
application. If the degree of local irritation warrants, patients shoul: 
be directed to use the medication less frequently, discontinue use 
temporarily, or discontinue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous skin and should be 
used with utmost caution in patients with this condition. 
Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peelii 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic aci 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patien 
skin until the effects of peeling agents subside before use of RETIN- 
Brand tretinoin is begun. 

Exposure to sunlight, including sunlamps, should be minimized 
during the use of RETIN-A Brand tretinoin and patients with sunbui 
should be advised not to use the product until fully recovered beca 
of heightened susceptibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to have considerable sun 
exposure due to occupation should exercise particular caution. 
Similar precautions are advisable with regard to the use of medicat 
or abrasive soaps and cleansers, soaps and cosmetics that have a 
strong drying effect, and products with high concentrations of alcot 
astringents, spices, or lime. 

If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may 
occur. 

Adverse Reactions: The skin of certain sensitive individuals may 
become excessively red, edematous, blistered, or crusted. If these 
effects occur, the medication should either be discontinued until tF 
integrity of the skin is restored or the medication should be adjuste 
to a level the patient can tolerate. Temporary hyper- or hypopig- 
mentation has been reported with repeated application of RETIN-A 
Brand tretinoin. Some individuals have been reported to have heig 
ened susceptibility to sunlight while under treatment with RETIN-A 
Brand tretinoin. To date, all adverse effects of RETIN-A Brand tretin 
have been reversible upon discontinuation of therapy. (See Dosage 
and Administration section.) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin crea 
should be applied once a day, before retiring, to the skin where ac 
lesions appear, using enough to cover the entire affected area light 
Swab: One RETIN-A Brand tretinoin swab should be applied once a 
day, before retiring, to the skin where acne lesions appear, spreadi 
the medication over the entire affected area. One swab supplies 
enough of the preparation to treat an area the size of the face. If otl 
sites are treated, such as the back, additional swabs should be use 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a d 
before retiring, to the skin where acne lesions appear, using enoug 
to cover the entire affected area lightly. The preparation may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or 
cotton is employed, care should be taken not to oversaturate it to ! 
extent that the liquid would run into areas where treatment is not 
intended. 

Application may cause a transitory feeling of warmth or slight sting 
ing. In cases where it has been necessary to temporarily discontint 
therapy or to reduce the frequency of application, therapy may be 
resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of 
inflammatory lesions may occur: This is due to the action of the 
medication on deep, previously unseen comedones and papules. 
Therapeutic results should be noticed after two to three weeks. Re- 
sults may not be optimal until after six weeks of therapy. Once the 
acne lesions have responded satisfactorily, it may be possible to 
maintain the improvement with less frequent applications. 

Patients treated with RETIN-A Brand tretinoin may use cosmetics, 
but the areas to be treated should be cleansed thoroughly before tl 
medication is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied in three forms 
1. Foil-covered swabs saturated with 0.05% strength liquid, in bo» 
of 30. 

2. Amber bottles containing two fluid ounces of 0.05% strength 
liquid. 

2 DnSotnte tubes containing a bland hydrophilic cream with 
tretinoin at 0.1% strength. 
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Send manuscripts by first-class mail to the Chief Editor, Robert 

R. Kierland, MD, Mayo Clinic, 200 1st St, SW, Rochester, Minn 
55901. Manuscripts are received with the understanding that 
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cation. Accepted manuscripts become the permanent property of 
the ARCHIVES and may not be published elsewhere without per- 
mission from the publisher (AMA). 
O An accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his ad- 
dress and telephone number. He will be notified by mail of the 
intended publication date approximately one month in advance. 
Order reprints at the time the typescript is returned after edi- 
torial processing. The corresponding author will receive 200 
free tearsheet copies of the article. 

[C] Submit an original typescript and two high quality copies of 
the entire manuscript including short communications such as 
letters to the editor, book reviews, announcements, etc. All copy 
(including references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm (8¥2 x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

O Titles should be short, specific, and clear. They should not 
exceed 75 characters, including punctuation and spaces. A sub- 
title is often useful to shorten the main title. Provide a brief 
“running title” on each manuscript page. The title page should 
include the full names and academic affiliations of all authors, 
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the manuscript was presented at a meeting, the name of the 
organization, place, and date on which it was read. 
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and abbreviated phrasing are to be avoided. 
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that informed consent was obtained after the nature of the pro- 
cedure(s) had been fully explained. 

L] Authors whose “first” language is not English should ar- 
range for their manuscripts to be written in idiomatic English 
prior to submission. 

L.] Provide an abstract (135-word maximum) of the article. The 
abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

T List references in consecutive numerical order (not alpha- 
betically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited 
in the text or tables. Unpublished data and personal communi- 
cations should not be listed as references. References to journal 
articles should include (1) author, (2) title, (3) journal name (as 
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of translator should be included when appropriate. The author 
is responsible for the accuracy and completeness of the references 
and for their correct text citation. Please note this journal’s punc- 
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reference listings. 

L] Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 
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text. Submit illustrations in duplicate, unmounted and un- 
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prints (not photocopies). Figure number, name of senior author, 
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and affixed to the back of each illustration. All lettering must be 
legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain used should 
be provided when pertinent. Illustrations should preferably be in 
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sheet of paper. Length should be limited to a maximum of 40 
words. 
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halftone artwork with labels is submitted, affix type and leaders 
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C] A letter of consent must accompany all photographs of pa- 
tients in which a possibility of identification exists. It is not suf- 
ficient to cover the eyes to mask identity. 

[ ] Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be 
borne by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square 
finished illustrations which can be arranged on a one-page lay- 
out. Any additional illustrations or special effects will be billed 
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prints unless accompanied by original transparencies. If trans- 
parencies are mounted in frames or glass, the material should be 
carefully packed in gauze and sent with the manuscript in a 
separate container or between two pieces of pressboard. 

L] Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28 cm (8/2 x 11 inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
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[] Tables should be arranged so that when printed they will 
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Lederle Laboratories presents 
EXPLORATIONS IN ANTIMICROBIAL THERAPY 


DISCOVER 


microbial specificity in a wide range of 
dermatologic infections due to susceptible 
pathogens* 





MINOCIN 
MINOCYCLINE HCl 
CAPSULES 50 mg, 100 mg 





*When bacteriologic testing indicates appropriate 
susceptibility to MINOCIN Minocycline HCI 


Offers 

effective therapy 

in skin and soft tissue 
infections 























TABLE | 

Minocycline HCI provides highly effective tissue 
don ane meals. (See Tables NM MINOCIN PENETRATES SKIN AND MUSCLE TISSUES 
Although tetracyclines are not the drug of choice in staphy- NUMBER OF AVERAGE CONCENTRA- 
lococcal infections, MINOCIN can treat folliculitis, furun- TISSUE SPECIMENS TION  mcg/gm 
culosis, pyoderma, carbunculosis, acne, impetigo, abscess, 
cellulitis, skin ulcers, and wound and incision infections MUSCLE 5 1.21 
caused by susceptible strains. MINOCIN can also effec- 
tivelytreat skin and soft tissue infections due to susceptible SKIN 3 244 
Group A beta-hemolytic streptococcus. 

= Data in humans were derived from the pharmacologic trial in 








á — — -1 patients scheduled for various types of surgery. They were given 
= the MINOCIN loading dose of 200 mg initially followed by 100 mg 
No k at 12-hour intervals for four days. At the time of surgery. a blood 






sample was drawn and a two-gram specimen of excised tissue was 


photosensitivity i reserved for analysis 
reported to date | 


— 


TABLE II 


MINOCYCLINE SKIN PENETRATION AT 8 AND 21 DAYS: 
TISSUE LEVELS HIGHER 
THAN SERUM LEVELS IN MOST CASES 





Values shown are average minocycline levels in 4 healthy male 
























































LEVELS OF MCG/ML OR GM subjects who received 200 mg initially, followed by 100 mg b.i.d 
SPECIMEN (AVERAGES 4 SUBJECTS) for 21 days. Assays were performed on the 8th and 21st day of 
i therapy. Note that levels were higher in dermis, epidermis and 
Days 0 8 21 skin scrapings than in serum 
SERUM o 2.55 2.06 
b 
TISSUE 
DERMIS 0 2.98 2.28 
EPIDERMIS 0 6.39 3.74 
SCRAPINGS 0 5.23 4.44 
SWEAT o 0.39 0.28 
SEBUM (POOLED) 0 0.86 0.29 l YO i y IQ 
TABLE III * 
MINOCIN EFFECTIVENESS IN INITIAL CLINICAL TRIALS* 
f Common skin and soft tissue infections 
in which a single pathogen (Staphylococcus aureus?) was isolated: 
S T Clinical 
38 Lc MINOCYCLINE HCI 
oz —I— 
Diagnosis zg Satisfactory | Unsatisfactory 
Cetus 2 | 2 CAPSULES 
Dermatitis Atopic 1 1 
Dermatitis Eczematous 1 1 
Pormants Repens 1 1 A » a 
czema Dyshidrotic 1 1 d t 
Folliculitis 2 2 junc ive 
Impetigo č 2 1 l g . 
Impetigo Contagiosa 1 1 th 
Infection Incision** 1 1 era In 
Infection Skin** 1 1 
Lichen Simplex Chronicus 1 1 
Lichen Simpie: ; ! severe acne 
Paronychia Finger 1 1 
pustules 1 1 
yoderma 5 5 i i 
ena Ghosi ! 3 New MINOCIN Minocycline HCI 50 mg cap- 
Sycosis Barbae 1 1 sules facilitate adjustment of MINOCIN 
Ulcer Leg 1 1 regimens according to individual patients. 
Totals 25 24 1 New standardized regimen of 100 to 200 mg 
stat, 50 mg q.i.d. is an alternative to usual 
*When bact | testin dicates appro t tibilityto MINOCIN : initi 
ipso nectericiapie esting indicates appropriate susceptibility to regimens of 200 mg initially, 100 mg q. 12 h., 
, SrUn per ilad Pee ia "UP ; if more frequent doses are preferred. Also 
i yclines are e drug of choice in the treatment of any type o ; 
staphylococcal infection. MINOCIN is indicated for treatment of Staphy- available as 50 mg/5 cc syrup. 


lococcus aureus skin and soft tissue infections only when bacteriologic 
tests indicate appropriate susceptibility to the drug 


Before prescribing MINOCIN, please refer to the prescribing information for full description 
of adverse effects and precautions, a copy of which is on the last page of this advertisement. 





DISCOVER 


the meaning of microbial specificity with 
® 





MINOCYCLINE HCI 


semisynthetic tetracycline 
for office and hospital 


MINOCIN provides 
effective therapy with 
relatively few problems 


@ Penetrates skin and muscle tissues. 


€ Well absorbed even with food, dairy 
products or colas. 


@ No photosensitivity to date. 


6 Enamel hypoplasia/tooth staining can 
occur in children under eight. 


0 |f renal impairment exists, lower than 
usual doses are indicated. (See WARNING 
in Package Insert.) 


@ Lightheadedness that may occur is tran- 
sient, disappearing during therapy or always 
after therapy is completed. 


6 Dosage form flexibility: supplied as 50 mg 
and 100 mg capsules, 50 mg/5 cc syrup, and 
100 mg/vial intravenous. 


Lederle Laboratories 
ederle A Division of American Cyanamid Company 


Pearl River. N.Y. 10965 


NEW 
50 mg 
CAPSULE 


...if more 
frequent doses 
are preferred 







MINOCIN Minocycline Hydrochloride 
Oral and Intravenous 


DESCRIPTION: MINOCIN minocycline hydrochlo- 
ride is a semi-synthetic derivative of tetracycline 
7-dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride 


Intravenous: Each vial. dried by cryodesiccation 
containssterile Minocycline Hydrochloride equiva- 
lent to 100 mg. Minocycline. When reconstituted 
with 5 cc of Sterile Water For Injection the pH 
ranges from 2 Oto28 


ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein syn- 
thesis. Minocycline HCI is a tetracycline with anti- 
bacterial activity comparable to other tetracyclines 
with activity against a wide range of gram-negative 
and gram-positive organisms 

Tube dilution testing. Microorganisms may be 
considered susceptible (likely to respond to mino- 
cycline therapy) if the minimum inhibitory concen- 
tration (M I CJ is not more than 4 O mcg ‘ml Micro- 
organisms may be considered intermediate 
harboring partial resistance) if the MIC is 4 O to 
12.5 mcg /ml and resistant (not likely to respond to 
minocycline therapy) if the MIC is greater than 
12 5 mcg / ml 

Susceptibility plate testing If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg 
tetracycline disc) gives a zone of 18 mm or greater. 
the bacterial strain is considered to be susceptible 
to any tetracycline. Minocycline shows moderate 
in vitro activity against certain strains of 
staphylococci which have been found resistant to 
other tetracyclines For such strains minocycline 
suscertibility powder may be used for additional 
susceptibility testing 


INDICATIONS. MINOCIN minocycline HCI is indi- 
cated in infections caused by the following micro- 
organisms 
Rickettsiae: (Rocky Mountain spotted fever. ty- 
phus fever and the typhus group. Q fever, rickett- 
sialpox, tick fevers 
Mycoplasma pneumoniae (PPLO. Eaton agent 
Agents of psittacosis and ornithosis. Agents of 
lymphogranuloma venereum and granuloma in- 
guinale. The spirochetal agent of relapsing fever 
Borrelia recurrentis). The following gram-nega- 
tive micro-organisms: Hemophilus ducreyi 
chancroid). Pasteurella pestis and Pasteurella 
tularensis, Bartonella bacilliformis. Bacteroides 
species. Vibrio comma and Vibrio fetus. Brucella 
species (in conjunction with streptomycin 
Because many strains of the following groups of 
micro-organisms have been shown to be resistant 
to tetracyclines. culture and susceptibility testing 
are recommended 
MINOCIN minocycline HCI is indicated for treat- 
ment of infections caused by the following gram- 
negative micro-organisms, when bacteriologic test- 
ing indicates appropriate susceptibility to the drug 
Escherichia coli. Enterobacter aerogenes (for- 
merly Aerobacter aerogenes), Shigella species 
Mima species and Herellea species. Haemo- 
philus influenzae (respiratory infections), Kleb- 
siella species (respiratory and urinary infections) 
MINOCIN is indicated for treatment of infections 
caused by the following gram-positive micro-or- 
ganisms when bacteriologic testing indicates ap- 
propriate susceptibility to the drug 
Streptococcus species: Up to 44 percent of strains 
of Streptococcus pyogenes and 74 percent of 
Streptococcus faecalis have been found to be re- 
sistant to tetracycline drugs. Therefore. tetracy- 
clines should not be used for streptococcal disease 
unless the organism has been demonstrated to be 
sensitive 
For upper-respiratory infections due to group A 
beta-hemolytic streptococci. penicillin is the usual 
drug of choice. including prophylaxis of rheumatic 
fever 


ADULT DOSAGE 
(GENERAL) 


PEDIATRIC DOSAGE 


(GENERAL) HOW SUPPLIED 





MINOCIN IV 
100 mg/Vial 


200 mg initially 
100mgq 12h 


1 Vial 100 mg 
Box of 100 Vials 


kg initially 
kgq 12h 





MINOCIN Capsules 


100 mg Bottles of 50s and 100s 


Unit dose 10 x 10s 


200 mg initially 
100 mga 12H 


kg initially 
kgq 12h 





MINOCIN Capsules 
50 mg 


100 mg to 200 ma 
initially, 50 mg 
qid 


kg initially 


kgq 12h Bottles of 100s 


MINOCIN Syrup 

50 mg/5 cc 
2 teaspoonfuls 
(100 mg) initially 
1 teaspoonful 
(50mglaid 


kg initially 


kgq 12h 2-fluidounce Bottles 


Diplococcus pneumoniae, 
Staphylococcus aureus, skin and soft tissue infec- 
tions. Tetracyclines are not the drug of choice in the 
treatment of any type of staphylococcal infection 

When penicillin is contraindicated. tetracyclines 
are alternative drugs in the treatment of infections 
due to: 

Neisseria gonorrhoeae, Treponema pallidum and 

Treponema pertenue (syphilis and yaws). Listeria 

monocytogenes. Clostridium species. Bacillus 

anthracis, Fusobacterium fusiforme (Vincents 

infection). Actinomyces species 

In acute intestinal amebiasis, the tetracyclines 
may be a useful adjunct to amebicides 

MINOCIN is indicated in the treatment of tracho- 
ma, although the infectious agent is not always 
eliminated. as judged by immunofluorescence. In- 
clusionconjunctivitis may be treated with oral tetra- 
cyclines or with a combination of oral and topical 
agents 


Oral only: In severe acne, the tetracyclines may 
be useful adjunctive therapy Minocycline is indi- 
cated in the treatment of asymptomatic carriers of 
N. meningitidis to eliminate meningococci from the 
nasopharynx 

In order to preserve the usefulness of MINOCIN 
minocycline HCI in the treatment of asymptomatic 
meningococcal carriers, diagnostic laboratory pro- 
cedures, including serotyping and susceptibility 
testing. should be performedto establish the carrier 
state and the correct treatment. It is recommended 
that the drug be reserved for situations in which the 
risk of meningococcal meningitis is high 

Minocycline is not indicated for the treatment of 
meningococcal infection. 


CONTRAINDICATIONS. This drug is contraindi- 
cated in persons who have shown hypersensitivity 
to any of the tetracyclines 


WARNINGS. In the presence of renal dysfunction 
particularly in pregnancy. intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 
associated with deaths through liver failure 

Whentheneedforintensivetreatment outweighs 
its potential dangers (mostly during pregnancy or in 
individuals with known or suspected renal or liver 
impairment).itisadvisabletoperformrenalandliver 
function tests before and during therapy Also tetra- 
cycline serum concentrations should be followed 

If renal impairment exists, even usual oral or par- 
enteral doses may leadto excessive systemic accu- 
mulation of the drug and possible liver toxicity 
Under such conditions, lower than usual total doses 
are indicated, and if therapy is prolonged, serum 
level determinations of the drug may be advisable 
This hazard is of particular importance in the paren- 
teral administration of tetracyclines to pregnant or 
post-partum patients with pyelonephritis. When 
used under these circumstances, the blood level 
should not exceed 15 micrograms/ml. and liver 
function tests should be made at frequent intervals 
Other potentially hepatotoxic drugs should not be 
prescribed concomitantly 

The use of tetracyclines during tooth develop- 
ment (last half of pregnancy, infancy, and childhood 
to the age of 8 years) may cause permanent dis- 
coloration of the teeth (yellow-gray-brown) This ad- 
verse reaction is more common during long-term 
use of the drugs but has been observed following 
repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, therefore. 
should not be used in this age group unless other 
drugs are not likely to be effective or are contra- 
indicated. 

Photosensitivity manifested by an exaggerated 
sunburn reaction has been observed in some indi- 
viduals taking tetracyclines. Patients apt to be ex- 
posed to direct sunlight or ultraviolet light should 
be advised that this reaction can occur with tetra- 
cycline drugs, and treatment should be discontin- 
ued at the first evidence of skin erythema. Studies 
todate indicate that photosensitivity does not occur 
with MINOCIN minocycline HCI. 








The antianabolic action of the tetracyclines may 
cause an increase in BUN While this is not a prob- 
lem in those with normal renal function. in patients 
with significantly impaired function. higher serum 
levels of tetracycline may lead to azotemia. hyper- 
phosphatemia. and acidosis 

CNS side effects including lightheadedness, diz- 
ziness or vertigo have been reported Patients who 
experience these symptoms should be cautioned 
about driving vehicles or using hazardous machin- 
ery while on minocycline therapy These symptoms 
may disappear during therapy and always dis- 
appear rapidly when the drug is discontinued 


Usage in Pregnancy. (See above Warnings about 
use during tooth development } 

Results of animal studies indicate that tetracy- 
clines cross the placenta. are found in fetal tissues 
and can have toxic effects on the developing fetus 
(often related to retardation of skeletal develop- 
ment). Evidence of embryotoxicity has also been 
noted in animals treated early in pregnancy 


Usage in newborns, infants, and children. (See 
above Warnings about use during tooth develop- 
ment.) 

Alltetracyclines form a stable calcium complex in 
any bone forming tissue. A decrease in the fibula 
growthratehas been observed in prematures given 
oral tetracycline in doses of 25 mg /kg. every 6 
hours. This reaction was shown to be reversible 
when the drug was discontinued 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class 


PRECAUTIONS. As with other antibiotics prepara- 
tions, use of this drug may result in overgrowth of 
nonsusceptible organisms, including fungi If super 
infection occurs. the antibiotic should be discon- 
tinuedandappropriatetherapy should be instituted 

In venereal diseases when coexistent syphilis is 
suspected. darkfield examination should be done 
before treatment is started and the blood serology 
repeated monthly for at least 4 months 

Because tetracyclines have been shown to de- 
press plasma prothrombin activity. patients whoare 
on anticoagulant therapy may require downward 
adjustment of their anticoagulant dosage 

In long-term therapy. periodic laboratory evalua- 
tion of organ systems. including hematopoietic 
renal and hepatic studies should be performed 

All infections due to Group A beta-hemolytic 
streptococci should be treated for at least 10 days 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin, it is advisable to 
avoid giving tetracycline in conjunction with peni- 
cillin 


ADVERSE REACTIONS. Gastrointestinal Ano- 
rexia. nausea. vomiting, diarrhea, glossitis, dys- 
phagia, enterocolitis. and inflammatory lesions 
(with monilial overgrowth) in the anogenital region 

These reactions have been caused by both the 
oral and parenteral administration of tetracyclines 
Skin: Maculopapular and erythematous rashes 
Exfoliative dermatitis has been reported but is un- 
common. Photosensitivity is discussed above (See 
Warnings. ) Renal toxicity: Rise in BUN has been 
reported and is apparently dose related (See 
Warnings. ) Hypersensitivity reactions: Urticaria 
angioneurotic edema. anaphylaxis. anaphylactoid 
Purpura, pericarditis and exacerbation of systemic 
lupus erythematosus Bulging fontanels have been 
reported in young infants following full therapeutic 
dosage This sign disappeared rapidly when the 
drug was discontinued. Blood. Hemolytic anemia 
thrombocytopenia. neutropenia and eosinophilia 
have been reported. CNS: (See Warnings. ) When 
given over prolonged periods. tetracyclines have 
beenreportedtoproduce brown-black microscopic 
discoloration of thyroid glands No abnormalities 
of thyroid function studies are known to occur 


DOSAGE AND ADMINISTRATION: ORAL. Therapy 
should be continued for at least 24-48 hours after 


symptoms and fever have subsided 

Concomitant therapy. Antacids containing 
aluminum, calcium. or magnesium impair absorp- 
tion and should not be given to patients taking oral 
tetracycline 

Studiestodate haveindicated that the absorption 
of MINOCIN is not notably influenced by foods and 
dairy products 

In patients with renal impairment: (See Warn- 
ings. ) Total dosage should be decreased by reduc- 
tion of recommended individual doses and/or by 
extending time intervals between doses 

In the treatment of streptococcal infections. a 
therapeutic dose of tetracycline should be adminis- 
tered for at least 10 days 

ADULTS The usual dosage of MINOCIN minocy- 
cline HCI ts 200 mg initially followed by 100 mg 
every 12hours Alternatively if more frequent doses 
are preferred. two or four 50 mg capsules may be 
given initially followed by one 50 mg capsule four 
times daily 

CHILDREN Theusualdosageof MINOCIN mino- 
cycline HCl is 4 mg / Kg initially followed by 2 mg 
Kg every 12 hours 

Fortreatment of syphilis. the usual dosage of 
MINOCIN should be administered over a period of 
10-15 days Close followup. including laboratory 
tests. is recommended 

Gonorrhea patients sensitive to penicillin may be 
treated with MINOCIN. administered as 200 mg 
initially followed by 100 mg every twelve hours for 
a minimum of 4 days. with post-therapy cultures 
within 2-3 days 

In the treatment of meningococcal carrier state 
recommended dose is 100 mg every 12 hours for 
five days 


DOSAGE AND ADMINISTRATION: INTRAVE- 
NOUS. Note Rapid administration is to be avoided 
Parenteral therapy is indicated only when oral 
therapy is not adequate or tolerated Oral therapy 
should be instituted as soon as possible If intrave- 
nous therapy is given over prolonged periods of 
time. thrombophlebitis may result 

ADULTS Usual adult dose: 200 mg followed by 
100 mg every 12 hours and should not exceed 
400 mg in 24 hours The drug should be initially dis- 
solvedandthen further diluted to 500-1,000 cc with 
either Sodium Chloride Injection USP. Dextrose 
Injection USP. Dextrose and Sodium Chloride In- 
jection USP. Ringers Injection USP. or Lactated 
Ringers Injection USP but not in other solution 
containing calcium (a precipitate may form) 

The reconstituted solutions are stable at room 
temperature for 24 hours without significant loss of 
potency. Any unused portions must be discarded 
afterthat period Thefinal dilution for administration 
should be administered immediately 

CHILDREN: Usual pediatric dose 4 mg ‘kg fol- 
lowed by 2 mg /kg every 12 hours 

In patients with renal impairment. (See Warn- 
ings | 

Total dosage should be decreased by reduction of 
recommended individual doses and, or by extend- 
ing time intervals between doses 


HOW SUPPLIED. Capsules— Minocycline Hydro- 
chloride equivalent to 100 mg Minocycline Hard- 
shell purple and orange Bottles of 50 and 100; Unit 
Dose 10 x 10s Product No. 5301 

Minocycline Hydrochloride equivalent to 50 mg 
Minocycline. Hardshell orange. Bottles of 100 and 
Unit Dose 10 x 10s. Product No. 5300 

Syrup —Minocycline Hydrochloride equivalent 
to 50 mg Minocycline per teaspoonful (5 cc ) Pre- 
served with propylparaben O 10% and butylparaben 
O 06% with Alcohol USP 5% v/v Custard-flavored in 
bottles of 2 fl oz Product No 5313 

Intravenous— 100 mg vials of sterile cryodesic- 
cated powder Product No 5305 (Combined 5/73) 


VA FSN 6505-003-5112A} 100 mg capsules (50's) 
FSN 6505-003-5112 


792-3 


FOSTEX 
completes fhe picture 


24 
There are á number of ree ïs for recommending Fostex: 
it cleanses, dde, aries? 4 = NN 
penetrates lugged pores and mildly peels acne). 


See Ppa. Fostex Cak a oz{ bars. Fostex Cream 4'7 oz. jars. 
Confains: NO brand of soapless cleansers and wetting agents; 







mic opülverized sulf 2%; salicylic acid 2%. 
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On the following pages 

the makers of LIDEX' present 
the first in a new series on topics 
of special dermatologic interest 


THE SYSTEM 


What should a topical.steroid give you? 
Maximum steroid release for effective control 
of itchand inflammation 


That’s exactly why we've made LIDEX' a system 
A unique steroid/base system 


The LIDEX' bases are specifically designed to 
keep the steroid 100% dissolved. So the steroid 
goes on the lesion totally ready for action 


The LIDEX' System. Effective therapy for all 
steroid responsive disorders 


LIDEX..... 
(FLUOCINONIDE) 

MORE THAN A STEROID 
A STEROID / BASE SYSTEM 


See prescribing information on last page 








LIDEX «oco 
THE SYSTEM 


VEHICLE DESIGN 
FOR ANEW 
TOPICAL STEROID, 
FLUOCINONIDE' 


AN ABSTRACT 


JAMES OSTRENGA, PH.D., 

JOHN HALEBLIAN, PH.D., 

BOYD POULSEN, PH. D., 

BONNIE FERRELL, B.A., 

NANCY MUELLER, B.S. and 
SUBRAMANIUM SHASTRI, PH.D.** 





In general, when the subject of topical 
steroids comes up, the discussion centers 
around the active ingredient — the steroid 
itself. In fact, physicians and pharmacists 
often refer to a topical by the steroid it 
contains, rather than by the brand name. 
As a result, the expectation for therapeutic 
effectiveness becomes linked solely to 

the potency of the steroid. Actually, 
however, the topical's base plays an 
equally important role, as seen in the 
abstract at right. 


*OSTRENGA, J. et al., "Vehicle Design For a New 
Topical Steroid, Fluocinonide," J. Invest. Derm., 
vol. 56, no. 5, 1971. 

**From the Institute of Pharmaceutical Sciences, 

Syntex Research, Stanford Industrial Park, 

Palo Alto, California 94304 


n important aspect of topical cortico- 
steroid products is the rate at which the 
steroid is released, or made available 
for therapeutic action. Any steroid, even 
a highly potent one, can be rendered 
essentially ineffective if it is not re- 
leased from its base quickly and completely. The 
reason is that the release rate, penetration of the skin 
barrier, and in vivo response are interrelated. 


The release rate is affected by the design of the ve- 
hicle, or base. For example, the design of the base 
determines the percent of total steroid that can be 
dissolved in the base. This factor is most important 
because only the portion of the steroid that is dis- 
solved can be readily released. The undissolved, or 
crystallized, portion must first solubilize before it can 
exert its therapeutic effect. If the steroid is very slowly 
soluble, it may not dissolve fast enough to be effective. 


Ideally, the release should take place at the max- 
imum rate. To achieve this goal, the base must be 
designed so that 100% of the steroid is dissolved in 
the base. Moreover, this concentration of dissolved 
steroid should result in a saturated solution. If the base 
is oversaturated, some of the steroid will crystallize 
out; if the base is undersaturated, the extra base sol- 
vent will increase the affinity of the base for the steroid 
and will therefore slow the release rate. 








In accordance with these physical-chemical require- 
ments, two new bases, a cream and an ointment, have 
been designed to maximize the release of a new, very 
potent steroid — fluocinonide. Because the base plays 
as important a role in therapeutic effectiveness as the 
steroid, the fluocinonide cream and ointment are re- 
ferred to as steroid/base systems. 


he steroid fluocinonide was combined 
with many different bases, both creams 
and ointments, to develop these sys- 
tems. For each such steroid /base com- 
bination the steroid solubility was 
evaluated, the release rate was meas- 
ured, and the in vivo response was determined. 





The creams that were tested can be divided into two 
sets. The first set is composed solely of one, Cream 
C. Cream C was a vanishing cream, which is mostly 
composed of water, so this cream had virtually no 
steroid-solubilizing capability. The other set included 
Creams A, B, and D. These all were variatons of a new 
cream base called FAPG* Cream. FAPG Cream may 
be described as a two-phase system. One phase solu- 
bilizes fluocinonide and the other phase is a solid 
matrix in which the solubilizer phase is dispersed. 


The steroid solubility was evaluated for each cream 
and expressed as a percent — the percent of total 
steroid dissolved in the base. The release rate was 
then evaluated by an in vitro method. 


In Fig. A, the cumulative release for each cream was 
plotted against time to obtain release curves for the 


different creams, and these curves were correlated 
to steroid solubility. As can be seen, the greater the 
percent of steroid dissolved in the base, the faster 


the steroid release. 
% DRUG 


SOLUBILIZED 


CREAM B 


CREAM A 


CUMULATIVE RELEASE (y/cm?) 





1 2 3 4 5 6 it 
TIME (HOURS) 


To see if the in vitro release rates could be used to 
predict efficacy, vasoconstrictor tests were run on 
these four creams according to a modified Stoughton- 
McKenzie method. At 8, 24, and 32 hours after ap- 
plication of the creams, the application sites were 
checked and the percentages of sites responding were 
recorded. These percentages were then totalled. 
(Since the choice of the time to record the response 
was arbitrary, the percent totals were taken to be the 
best measure of in vivo response.) In Table A, the 
percentage totals are correlated to steroid solubility 








TABLE A 


COMPARATIVE 
SOLUBILITY, IN 
VITRO RELEASE, 
AND IN VIVO 


% DRUG 
OLUBILIZED 


and release rate for each cream. As shown, the in vivo 
response is proportional to steroid solubility and re- 
lease rate; Cream D, with 100% solubility, has the 
highest total percent of sites responding. 





Five ointments were tested in a manner very similar 
to that described for the creams. Like the cream re- 
sults, the ointment results revealed a good correlation 
between percentage of steroid dissolved and per- 
centage of sites responding in the vasoconstrictor 
assay. 


The ointments also can be divided into two sets. The 
only ointment in the first set was Ointment A, which 
had no steroid solubilizer; consequently, essentially 
none of the fluocinonide was dissolved. In the other 
set were Ointments B through E. Although different 
from the cream two-phase system, the physical 
makeup of the ointment base also involves a steroid- 
solubilizer phase dispersed in a second phase. 


Although measurement of in vitro release from the 
ointment bases was not possible, the in vivo vasocon- 
strictor response was good, and it correlated with 
the percent of steroid dissolved, as shown in Table B. 
Again, the base with 100% of the steroid dissolved, 
Ointment E, showed the best in vivo response. 











CONCLUSION: Two new topical steroid systems have 
been developed, which combine fluocinonide, a new, 
potent steroid, with new concepts in bases. The bases, 
FAPG Cream and solubilized ointment, were designed 
by the application of basic physical-chemical prin- 
ciples controlling drug diffusion from topical vehicles. 
In vitro and in vivo tests were used to select steroid/ 
base systems providing maximal steroid bioavail- 
ability. 





TOTAL RELEASE 
AT 7 HOURS 
y/cm? 


TOTAL % SITES 
RESPONDING 
(NON OCCLUDED) 





RESPONSE FOR 
CREAMS 








TABLE B 


COMPARATIVE 
SOLUBILITY, IN 
VITRO RELEASE, 


SOLUBILIZED 


TOTAL % SITES 
RESPONDING 
(NON OCCLUDED) 


% DRUG 





AND IN VIVO 
RESPONSE FOR 
OINTMENTS 











*Later data included with author's permission. 





See prescribing information on last page. 





FROM SYNTEX 





LIDEX || ooo 
THE SYSTEM 


LIDEX..... 


(FLUOCINONIDE) 
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A STEROID/BASE SYSTEM 


j 


LIDEX 


[fluocinonide] 
Cream 


0.05% 


FOR TOPICAL USE ONLY 


CAUTION: Federal law 
prohibits dispensing 
without prescription. 




















LIDEX 


[fluocinonide] 
Ointment 
0.05% 


FOR TOPICAL USE ONLY 


CAUTION: Federal law 
prohibits dispensing 
without prescription 





15 g. and 
60 g. tubes 


























DESCRIPTION 

LIDEX cream 0.05% and LIDEX ointment 0.05% contain 
the active compound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9a- difluoro-1 15, 16«, 17«, 21-tetrahy- 
droxypregna-1, 4-diene-3, 20-dione, cyclic 16, 17-acetal 
with acetone 21-acetate. 

LIDEX cream contains fluocinonide in FAPG* cream, a 
specially formulated cream base consisting of stearyl alco- 
hol, polyethylene glycol 6000, propylene glycol, 1, 2, 6- 
hexanetriol and citric acid. This white cream vehicle is 
greaseless, non-staining, anhydrous and completely water 
miscible. The base provides emollient and hydrophilic 
properties. In this formulation, the active ingredient is 
totally in solution. 

LIDEX ointment contains fluocinonide in a specially formu- 
lated ointment base consisting of Amerchol CAB, white 
petrolatum, propylene carbonate and propylene glycol. It 
provides the occlusive and emollient effects desirable in 
an ointment. In this formulation the active ingredient is 
totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment are effective be- 
cause of their anti-inflammatory, anti-pruritic and vasocon- 
strictor action. 


INDICATIONS 

LIDEX cream and ointment are intended for topical use, 
as adjunctive therapy for the relief of inflammatory mani- 
festations of acute and chronic corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia and vari- 
cella. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation. 


PRECAUTIONS 

If irritation develops, the cream or ointment should be dis- 
continued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal 
or antibacterial agent should be instituted. 

If a favorable response does not occur promptly, the corti- 
costeroid cream or ointment should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated, the possibility exists of 
increased systemic absorption and suitable precautions 
should be taken. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in 
pregnant females has not absolutely been established. 
Therefore, they should not be used extensively on pregnant 
patients, in large amounts or for prolonged periods of time. 
LIDEX® (fluocinonide) cream and ointment are not for oph- 
thalmic use. 


ADVERSE REACTIONS 
The following local adverse reactions have been reported 
with topical corticosteroids: 


itching folliculitis acneform eruptions 
dryness burning sensations hypopigmentation 
striae skin atrophy secondary infection 


DOSAGE AND ADMINISTRATION 
A small amount should be gently massaged into the af- 
fected area three or four times daily, as needed. 


HOW SUPPLIED 
LIDEX 0.0596 Cream — 15 g. and 60 g. tubes 
LIDEX 0.05% Ointment — 15 g. and 60 g. tubes 


SYNTEX 


SYNTEX LABORATORIES. INC 
PALO ALTO, CALIFORNIA 94304 











VANOXIDE-HC 


VANOXIDE 


for Intensive acne therapy! 


Initial therapy 
This initial prescription for 
the most rapid and 
dramatic improvement. 








Follow-up therapy 


This follow-up prescription 
for maintenance medication. 
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l.In vitro, microbiological evaluations confirm that 
VANOXIDE-HC and VANOXIDE are 70% to 
300% more effective against C. acnes than lotions 
containing only Benzoyl Peroxide’. 





2. In vivo, VANOXIDE-HC and VANOXIDE actually 
penetrate the comedones and greatly reduce C. acnes 
concentrations within the pilosebaceous structures. 
For example, 45,000,000 C. acnes reduced to 600,000 
within two weeks. 


3. VANOXIDE-HC and VANOXIDE rapidly and 
dramatically suppress C. acnes flora in surface sebum 
with a typical reduction from over 10,000,000 /o 
less than 100 within two weeks, 


4. VANOXIDE-HC and VANOXIDE significantly 
decrease the quantity of surface sebum and reduce 
the free fatty acid to fatty esters ratio in sebum’. 


5. VANOXIDE-HC and VANOXIDE increase the 
thickness of the stratum corneum yielding a very 
desirable "drying" effect which is quite gratifying, 
and assures essential patient cooperation’. 


References: 


IM. Rakieten, M.D., PhD., South Shore Bacteriological Research 
Lab., Islip, N.Y. 5 


2Unpublished Data. Personal Communications on File at 
Dermik Laboratories, Inc. 


Syosset, N. Y. 11791 


WHERE RESEARCH AND ECONOMY COME FIRST! 


t CAUTION — U.S. Federal law prohibits dispensing without prescription. COMPOSITION (As Dispensed) Hydrocortisone Alcohol—0.5% W/V, Benzoyl Peroxide— 
5.090 W/V. 5-Chloro-8-Hydroxyquinoline—0.25% W/V CONTRAINDICATIONS- Topical hydrocortisone preparations should not be used in the presence of tuber- 
culosis of the skin, viral infection, herpes simplex, vaccinia or varicella, including herpes simplex of the eye and adjacent skin and dendritic keratitis. 
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Announcing! 


A new edition of CPT! Over 2,000 new and 
revised procedures! The most comprehensive 


listing ever! 


Physicians’ 
Current 
Procedural 
Terminology 


$5.00 each- single copies 


$4.50 each- 11 or more copies 


$5.50 each- areas outside 
U.S., U.S. Possessions, 
Canada and Mexico 


Microfiche and magnetic com- 


puter tapes are also available. 


Prices furnished upon request. 


Physicians’ Current Procedural Terminology 


is a listing of medical terms 
and identifying codes for re- 
porting medical services and 
procedures performed by 
physicians, - and may be used 


American Medical Association 


in the development of billing 
systems, relative value stu- 
dies, guidelines for medical 
care review, and for practice 
management purposes. 


535 North Dearborn Street/Chicago Illinois 60610 


Enclosed is $ for 


copy(s) of Current Pro- 





cedural Terminology, 3rd Edition (CPT-3), OP-41. 


Name 


Title 





Address 








City/State/Zip 








Valiscne 


brand ci betamethascne valerate,NF 


Lotion 0.1% 


CLINICAL CONSIDERATIONS — INDICATIONS: 
VALISONE Lotion is indicated only in the topical 
management of seborrheic dermatitis of the scalp. 
Double-blind studies have shown that seborrheic 
dermatitis of the scalp responded to VALISONE 
Lotion significantly better than to the vehicle, 
which also produced a relatively high order of 
therapeutic response. CONTRAINDICATIONS 
VALISONE Lotion is contraindicated in viral 
diseases of the skin, such as vaccinia and varicella 
Hypersensitivity to any of its components is a 
contraindication to the use of this preparation. 
PRECAUTIONS: If irritation or sensitization 
develops with the use of VALISONE Lotion, 
treatment should be discontinued and appropriate 
therapy instituted. If extensive areas of the body 
are treated with topical corticosteroids, 
particularly under occlusion, sufficient systemic 
absorption to produce adrenal suppression and 
systemic corticosteroid effects may occur. These 
effects of absorption of steroids are usually 
reversible. Ulceration has been reported ina few 
cases with use of topical corticosteroids in skin 
conditions which involve impaired circulation 
(i.e., stasis dermatitis). Prolonged application of 
corticosteroid-containing products under 
occlusion may result in striae or atrophy of the 
skin or subcutaneous tissue. Usage in Women of 
Childbearing Age: The use of any drug during 
pregnancy and the lactation period or in women 
of childbearing age requires that the potential 
benefits of the drug be weighed against the 
possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an 
adverse effect on the fetus, but the safety of their 
use in pregnant patients has not been definitely 
established. They should not be used extensively 
or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatment 
warrants the risk. VALISONE Lotion is not for 
ophthalmic use. ADVERSE REACTIONS: The 
following local adverse reactions have been 
reported with topical corticosteroids: burning, 
itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and 
hypopigmentation. The following may occur 
more frequently with occlusive dressings than 
without such therapy: maceration of the skin, 
secondary infection, skin atrophy, striae, and 
miliaria. DOSAGE AND ADMINISTRATION: App 
a few drops of VALISONE Lotion to the affected 
area and massage lightly until it disappears. Appl 
twice daily, in the morning and at night. Dosage 
may be increased in stubborn cases. Following 
improvement apply once daily. For the most 
effective and economical use, apply nozzle to 
affected area and gently squeeze bottle. For more 
complete details, consult package insert or 
Schering literature available from your Schering 
Representative or Medical Services Department 
Schering Corporation, Kenilworth, New Jersey 
07033. SLR-142 














Now you see it. 


Now you don’t. 
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AE SF TOERE EE hed 
Cosmetically acceptable 
because of nongreasy base 


Applied just twicea day... 
rapidly and economically 
controls itching, 

flaking of seborrheic dermatitis. 
Cools the scalp, 

contains no parabens, 

flows easily 

because of low viscosity. 


New 
For Seborrheic Dermatitis 


Valiscne Lotion 


brand of 


betamethascne valerate,NF 


Considerations section on opposite page. 








Now you havea choice: 







BE p ue Cream (10% urea) 
lor use on b odis severe, dry skin 
conditions. 

= are/HP Lotion (10% urea) 


when an economical, high potency 
urea preparation is needed for 
all-over body use. 


= Both offer your patients a silky 
smooth, potent preparation for resistant 
cases of xerotic, scaly skin. 


p Increased emolliency and 10% 

SE urea combined with the proven 

C» Aquacare base yield an effective 

S cosmetically acceptable adjunct 

for resistant cases of xerotic, 

“Oo scaly skin. 
—M 


If you would like samples of 
the Aquacare family to 
evaluate in your 

practice, simply check off 
the samples you desire, 
and we will send you a 
generous supply. 


———— — [Á — — — — —— — — — —— — —À ———À——— —À —À — — 


G.S. Herbert Laboratories 
2525 Dupont Drive, Irvine, California 92664 


| 
| 
| 
I'd like to evaluate: | 
Aquacare/HP Lotion O Aquacare Lotion 0 
Aquacare/HP Cream O Aquacare Cream O - 
l 
| 
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| 
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HP CREAM 
High Potency 
0.5% 


Cm — 


Acetonide 


Cream 


- preservatives 


effectiveness 
= Economical 





HP OINTMENT R CREAM 
High Potency Regular Potency 
0.5% 0.1% 





Match the potency to 


i 


Contraindications: Viral skin diseases, such as varicella and vac- 


itat w Free of parabens Indications: Atopic dermatitis, eczema, contact dermatitis. 
"uU or chlorinated phenol cinia; hypersensitivity to any component (not for ophthalmic use); 


when circulation is markedly impaired. 
Warnings: Safety of use in pregnancy has not been absolutely es- 
tablished. Do not use extensively, in large amounts, or for pro- 


a Fluorinated for topical longed periods of time in pregnant patients. 


Precautions: If irritation develops, discontinue use and institute € 
appropriate therapy. In infections, use appropriate antifungal or 
antibacterial agents; if a favorable response does not occur 
promptly, discontinue the corticosteroid until the infection is ade- 





R OINTMENT 
Regular Potency 
0.1% 


LP CREAM 
Low Potency 
0.025% 





the need...Aristocort 


quately controlled. If extensive areas are treated or the occlusive 
technique is used, increased systemic absorption of the cortico- 
steroid may occur; take suitable precautions. 

Adverse Reactions: (local) Burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae, hyper- 
trichosis, acneform eruption and hypopigmentation. 

Supplied: Cream 0.5% —Per Gm.: triamcinolone acetonide 5 mg., 
sorbic acid 0.1% and potassium sorbate 0.1% as preservatives; 
Cream 0.1% —Per Gm.: triamcinolone acetonide 1 mg., sorbic acid 
0.1% and potassium sorbate 0.1% as preservatives; Cream 0.025% 
—Per Gm.: triamcinolone acetonide 0.25 mg., sorbic acid 0.1% and 





Triamcinolone Acetonide 


Topical Creams and Ointments 


potassium sorbate 0.196 as preservatives; all potencies are in a 
water base of glyceryl monostearate NF, squalane, polysorbate 80 
USP, polysorbate 60, spermaceti USP, stearyl alcohol USP, and 
sorbitol solution USP. Ointment 0.596 —Per Gm.: triamcinolone ace- 
tonide 5 mg.; inactive ingredient: white petrolatum; Ointment 0.1% 
—Per Gm.: triamcinolone acetonide 1 mg.; inactive ingredient: 
white petrolatum. 


A Division of American Cyanamid Company 


Le erle Pearl River, New York 10965 


434-2R 





 Atopical steroid 


that has clinically 


succeeded | 
im study...after study...after study" 












Excellent/good results 
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Cream/Ointment 


Plus economy Z.i.d. dosage often found effective! 


erate (0.1% 


Available in 5, 15, and 45 Gm. tubes. 


0/ in contact dermatitis 


O (81 of 84 patients)! 


| 
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CLINICAL CONSIDERATIONS: 
Description VALISONE products contain 
betamethasone valerate (9-fluoro-11, ,17,21- 
trihydroxy-16; -methylpregna-1,4-diene-3,20- 
dione 17-valerate). Each gram of VALISONE 

0.1% contains 1.2 mg. betamethasone 
valerate (equivalent to 1.0 mg. betamethasone) 
ina soft, white, hydrophilic cream of water, 
mineral oil, petrolatum, polyethylene glycol rooo 
monocetyl ether, cetostearyl alcohol, monobasic 
sodium phosphate, and phosphoric acid; 4- 
chloro-m-cresol is present as a preservative. Each 
gram of VALISONE Ointment 0.1% contains 
1.2 mg. betamethasone valerate (equivalent to 
1.0 mg. betamethasone) in an ointment base of 
liquid and white petrolatum, and hydrogenated 
lanolin. VALISONE Cream and Ointment 
contain no parabens. 
Indications VALISONE Cream and 
Ointment are indicated for the relief of the 
inflammatory manifestations of corticosteroid- 
responsive dermatoses. 
Contraindications VALISONE Cream and 
Ointment are contraindicated in vaccinia and 
varicella. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions If irritation develops with the 
use of VALISONE Cream or Ointment, 
treatment should be discontinued and 
appropriate therapy instituted. In the 
presence of an infection, the use of an appro- 
priate antifungal or antibacterial agent should be 
instituted. If a favorable response does not 
occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated 
or if the occlusive technique is used, the pos- 
sibility exists of increased systemic absorption of 
the corticosteroid and suitable precautions should 
be taken. Although topical steroids have not 
been reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant females 
has not been absolutely established. Therefore, 
they should not be used extensively in pregnant 
patients, in large amounts, or for prolonged 
periods of time. VALISONE Cream and Oint- 
ment are not for ophthalmic use. 
Adverse Reactions The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The 
following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria; 

and Administration Apply a thin 

film of VALISONE Cream or Ointment to the 
affected skin areas one to three times a day. 
Clinical studies of VALISONE have indicated 
that dosage only once or twice a day is often 
feasible and effective. AUGUST 1972 
For more complete details, consult Schering 
literature available from your Schering 
Representative or Professional Services 
Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
References: (1) Files of Headquarters Medical Research 
Division, Schering Corporation. (2) Carter, V. H., and 
Noojin, R. O.: Curr. Therap. Res. 9:253, 1967. (3) Falk, M. S.: 
Cutis 2:788, 1966. (4) Goldblum, R. W.: Pennsylvania Med. 
69:50, 1966. (5) Nierman, M. M.: J. Indiana M. A. 10:1184, 
1966. (6) Zimmerman, E. H.: Arch. Dermat. 95:514, 1967. 
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*It seems clear...that there 
is no difference in treatment 


time or degree of efficacy 
for either the 1% or the 5% 


fluorouracil cream? 


Actinic keratosis exhibits an equivalent clinical response 
to 1% Fluoroplex* (fluorouracil) Cream and the commer- 
cially available 5% fluorouracil cream as demonstrated 
in a recent double blind, bilaterally paired clinical investi- 
gation conducted on 16 patients!!) 

Patients treated on alternate sides of the face with 
1% fluorouracil (Fluoroplex) Cream and the 5% cream 
showed no significant differences in treatment time 
required, reaction produced or therapeutic result. 





Study. Sixteen patients with a diagnosis of actinic keratosis were selected from a 
clinical practice. The medications (1% Fluoroplex Cream and the 5% fluorouracil 
cream) were supplied in blind labeled 30 gm. tubes. Patients were given application 
instructions and asked to return at 7 day intervals. Treatment was stopped on both 
sides when, in the judgment of the investigator, the keratoses had been destroyed. 


Conclusion. The results of this study in the words of the investigator, ... clearly illus- 
trate the equivalent effect produced by 1% 5-fluorouracil and the 5% 5-fluorouracil^ 


5% Fluorouracil is 4% wasted. 





1% Fluoroplex* Cream. Note the homogeneity of the cream and lack of Commercial 5% fluorouracil cream. Note the relative non-homogeneity and 
crystalline fragments. (Photomicrograph taken at 135x magnification.) the presence of many insoluble crystalline fragments (Photomicrograph taken 


at 135x magnification.) 


Fluoroplex...1% Fluorouracil Plus a Superior Base Formulation. The apparent 
clinical equivalence of Fluoroplex Cream and the commercially available 5% fluor- 
ouracil cream tested may be due to the unique Fluoroplex base formulation. 
Fluoroplex Cream is a completely homogeneous emulsion containing 1% fluorouracil 
solubilized prior to compounding. 

Recent investigations with other drug entities point clearly to the importance 
of base formulation “.--only the solubilized drug molecules can diffuse within the 
vehicle and contribute significantly to the release rate. In terms of efficacy then, 
there is a distinct advantage in completely solubilizing the drug? ^ 

The photomicrographs above visually demonstrate the difference. 
And Fluoroplex Costs Your Patients Less. In fact Fluoroplex offers the lowest 
cost per gram of all prepared topical fluorouracil products.) 
When prescribing potent antimetab- 
olite therapy for actinic keratosis, 
shouldn't you choose Fluoroplex, 
the lowest effective concentration? 





Ws S. Herbert Laboratories 


Division of Allergan Pharmaceuticals, Irvine, California 92664 


1. WL. Simmonds, M.D., Ph.D., to be published, Cutis, 1973 2. James Ostrenga, Ph.D., et al..J. Invest. Dermatol., 56:395 May, 1971 3. Cost data taken from Drug Topics Red Book, 1973 


5% Fluorouracil 
is 4% wasted. 





Description Fluoroplex® (fluorouracil 1% Topical Cream is a stable, standardized 
cream formulation of fluorouracil in an emulsion base with the following formula: 

fluorouracil 1.0% 

with: ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydrox- 

ide, purified water. 

Fluoroplex (fluorouracil) 1% Topical Solution is a stable, standardized solution 
of fluorouracil in a clear propylene glycol base with the following formula 
fluorouracil 1.0% 
with: propylene glycol, sodium hydroxide-hydrochloric acid to adjust pH 9, 
purified water. 

Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose 
metabolism it competes. It is a white crystalline substance with a melting point 
of 283 =2°C., an empirical formula of CH;FN;O, and a molecular weight of 
130.08. It has a characteristic ultraviolet absorption maximum at 266 +1 milli- 
microns in 0.IN HCl 


Actions There is evidence that fluorouracil (or its biological metabolites) blocks 
the methylation reaction of deoxyuridylic acid to thymidylic acid. In this fashion 
fluorouracil interferes with the synthesis of deoxyribonucleic acid (DNA) and 

to a lesser extent inhibits the formation of ribonucleic acid (RNA) 


Indications Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex 
(fluorouracil 1% Topical Cream are indicated for the topical treatment of multiple 
actinic (solar) keratoses. 


Contraindications. Should not be used in patients with known hypersensitivity 
to any of the components of the drug 


Warnings 1) If an occlusive dressing is used there may be an increase in the 
incidence of inflammatory reactions to the adjacent normal skin. 2) The patient 
should avoid prolonged exposure to sunlight or other forms of ultraviolet irra- 
diation during treatment with Fluoroplex as the intensity of the reaction may 
be increased 

Use in Pregnancy: Safety for use in pregnancy has not been established 


Precautions The medication should be applied with care near the eyes, nose 
and mouth. Excessive reaction in these areas may occur due to irritation from 
accumulation of drug. To rule out the presence of a frank neoplasm, a biopsy 
should be made of those areas failing to respond to treatment or recurring after 
treatment. 


Adverse Reactions Pain, pruritus, burning, irritation, inflammation and 
dermatitis have been reported. Occasionally, hyperpigmentation and scarring 
have also been reported 


Dosage and Administration The patient should be instructed to apply 
sufficient medication to cover the entire face or other affected areas. 

Apply medication twice daily with non-metallic applicator or fingertips and 
wash hands afterwards. A treatment period of 2-6 weeks is usually required 

Increasing frequency of application and a longer period of administration with 
Fluoroplex may be required on areas other than the head and neck 

When Fluoroplex is applied to keratotic skin a response occurs with the 
following sequence: erythema, usually followed by scaling, tenderness, erosion, 
ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches 
the erosion, necrosis and ulceration stage, the use of the drug should be termi- 
nated. Responses may sometimes occur in areas which appear clinically normal 
These may be sites of subclinical actinic (solar) keratoses which the medication 
is affecting 
How Supplied Fluoroplex (fluorouracil) 1% Topical Solution is available in 
30cc plastic dropper bottle. On prescription only. 

Fluoroplex (fluorouracil) 1% Topical Cream is available in 30 gm. tube 
On prescription only. 


G. S. Herbert Laboratories 


Division of Allergan Pharmaceuticals, Irvine, California 92664 





V Specialty 


Journal S 


PUBLISHED MONTHLY BY 
THE AMERICAN MEDICAL ASSOCIATION 





General Psychiatry 
Neurology 

Diseases of Children 
Pathology 

Surgery 
Dermatology 

Ophthalmology 
Otolaryngology 

Environmental Health 


Internal Medicine 


For a more complete reference shelf, subscribe 
to these specialty journals. Each journal offers 
the latest medical research and developments of 
outstanding scientists and is edited by prominent 
authorities in each field. These journals are of 
value not only to the specialist, but to the gen- 
eral practitioner as well. Use the form below to 
order your subscription. 


AMERICAN MEDICAL ASSOCIATION 
535 N. Dearborn St., Chicago, Ill. 60610 
Please enter my subscription to: 





For the following term: [] 1 year $12.00 or [_] 2 years 
$18.00 (U.S, Poss, Canada, Mexico); [] 1 year at 
$25.00 or [ ] 2 years at $35.00 (All other countries.) 





name.  « = 





street 





city 








state zip 


AD973 


Make both ends neat. 





Meted anti-dandruff shampoos 
do more than clean the scalp. 
They have conditioners which 
leave hair clean-smelling, 

easy to comb, easy to manage. 


Meted for oily dandruff. Meted 2 
for dry, scaly dandruff. Both 
with hair-conditioners, so 
treating one end doesn’t have to 
justify being mean to the other. 


Both available in cream form, too. 


TEXAS PHARMACAL COMPANY. The company that cares for your patients’ skin. San Antonio, Texas 78296 
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m A Transact has the peeling and drying 
; power to treat patients with the oiliest acne 
skin. Yet Transact is so versatile you can 
use it on most patients—even those 

with milder acne or fair skin. You simply 
tailor the therapy by varying the 
frequency of application. 


that it’s invisible on the skin makes it highly 
acceptable to patients. Since no one can 
see it, boys wear it willingly during the 
daytime, and girls can wear it under their 
makeup. Clearly: Transact works. 

See PDR. Supplied: 1 oz. plastic tubes. 


Contains: LIPOSEC9 brand of polyoxyethylene lauryl 
ether 6%; micropulverized sulfur 295; alcohol 4096. 


Transact 


transparent medicated acne gel 





Westwood Pharmaceuticals Inc. Buffalo, New York 14213 


This needs 
the Synalar 0.025* 
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strong start. 


Effective adjunctive therapy 
for all corticosteroid-responsive dermatoses. 
INDICATIONS: For relief of lammatory manifesta 
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FOR THAT DANDRUFF ryt hat 
` SEND AID THAT WORKS. 


Zn con. 


o °, DANDRUFF SHAMPOO; 


It takes two things to make a dan- 
druff shampoo work: a medically 
effective formulation and a patient 
acceptability that satisfies his/her 
cosmetic desires. 

ZINCON* Dandruff Shampoo meets 
these specifications. It's effective 
enough to do the job, and also ele- 
gant enough to encourage con- 
sistent use. 





Since the patient likes it, the 





patient uses it. 

Finest hair conditioners: leaves hair 
shiny and manageable. 

Pleasant feel and fragrance 

Does not cause dry or oily hair 

May be used on gray or dyed hair 
Dispenser top, unbreakable plastic 
bottle (4 oz.) 

Nice enough to be the family 
shampoo 

And, of course, it works. 


o 
o 
= 
° 6 
o 
o o 





You will like it too 
Patients stay with it 

No selenium 

No hexachlorophene 
No free sulfur 

Neutral (pH 7.2) 
Ethically promoted 
And, of course, it works. 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 


"Trademark 


751-3 


PanOxyl prevides rapid peeling 
and increased drying 


for all the faces of acne. 


When you prescribe PanOxyl in either strength you 
offer your acne patient a topical medication that 
will achieve superior desquamation, keratolysis 
and suppression of lesions, as well as providing 
antiseptic activity. 


PanOxyl 5 and 10 Acne Gels are formulated in a 
base with polyoxyethylene lauryl ether to enhance 
the peeling activity of benzoyl peroxide. Prelimi- 
nary clinical evaluations have shown that one or 
more daily applications provide rapid peeling and 
increased drying. 


COMPOSITION: PanOxy! 5 Gel contains 5% benzoyl peroxide, 
6% polyoxyethylene lauryl ether and 40% ethyl alcohol in a gel 
base formulated with colloidal magnesium aluminum silicate, hy- 
droxypropylmethylcellulose, citric acid, fragrance and purified water. 
PanOxyl 10 Gel contains 10% benzoyl peroxide, 6% polyoxyethylene 
lauryl ether and 40% ethyl alcohol in a gel base formulated with 
collodial magnesium aluminum silicate, hydroxypropylmethylcellulose, 
citric acid, fragrance and purified water. 


ACTION AND USES: The topical use of PanOxyl 5 and PanOxyl 10 
provides therapeutic control of acne through drying and desquamative 
action, as well as providing antiseptic activity. 

INDICATIONS: Use as an aid in the treatment of acne. 

DOSAGE AND ADMINISTRATION: apply 1 or more times daily 


to affected areas. Washing the face with soap and water prior to 
application greatly enhances the efficacy of the medication. 


STIEFEL 


CONTRAINDICATIONS: Patients with a known sensitivity to benzoyl 


peroxide or polyoxyethylene lauryl ether should not employ these 
medications 


PRECAUTIONS: For external use only. Do not permit products to 
come in contact with the eyes or mucosal membranes. Very fair indi- 
viduals should always be started on a single application at bedtime, 
allowing the medication to remain on the skin overnight. PanOxyl 
may bleach colored fabrics. 


PACKAGE INFORMATION: PanOxy! 5 and PanOxyl 10 are supplied 


in plastic tubes, each containing 1.5 ounces. 


CAUTION: Federal Law prohibits dispensing without a 
prescription. 


PanOxyl 5: Stock No. 2372-5 PanOxyl 10: Stock No. 2373-5 


Logical Dermatologicals Since 1847 


STIEFEL LABORATORIES, INC. OAK HILL, NEW YORK 12460 





Acne Aid products give you effective 
fonical therapy for your acne patients 


CONTAINS 0.375% 

P-CHLORO-M-XYLENOL 

2.5% SULFUR 
RESORCINOL 


1.2596 





X STIEFEL 
Logical Dermatologicals Since 1847 


STIEFEL LABORATORIES, INC. 


Oak Hill, N.Y. 12460 
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TINVER the only R Lotion specifically 
designed for tinea versicolor 


The hot weather is upon her. And if she 
suffers from tinea versicolor, she’ll be on the 
spot from now on without some help. 


That’s where TINVER® comes in. It’s the 
pleasant, acceptable way to combat TV. This 
antifungal lotion is designed to release its 
sulphur gradually without unpleasant odor. 
TINVER spreads easily. There’s no messy 
staining of garments or linen. No tacky after- 
feeling. The lotion’s patented Micel A® base 
dries to a smooth, invisible film that holds 
agents at the site of the infection without 
flaking. And TINVER’s cleansing, keratolytic 
action aids penetration of the medication 
and assures more dependable results. 


MOVE. 


Description: Sodium thiosulfate 25%; salicylic acid 1%; isopropyl 
alcohol 10%; propylene glycol; menthol; disodium edetate; 
colloidal alumina; purified water. Indications: For topical use in 
the treatment of tinea versicolor (Malassezia furfur infection). 
Precautions: lí signs of irritation or sensitivity develop, discontinue 
use. Do not use on or about the eyes. Administration: Thoroughly 
wash, rinse and dry the affected areas before application of 
medication. Apply a thin film of lotion twice a day or as directed. 
Although diagnostic evidence of the disease may disappear in a 
few days, it is advisable to continue treatment for a much longer 
period. Clothing should be boiled to prevent reinfection. How 
Supplied: 6 fl. oz. plastic squeeze bottles. Caution: U.S. Federal 
law prohibits dispensing without prescription. 


! TINVER® 


(sodium thiosulfate 
25%, salicylic acid 1%) 


The pleasant solution to tinea versicok 
Physician’s sample available upon reqt 







from 
Barnes-Hind Laboratories 


Division of Barnes-Hind Pharmaceuticals 
895 Kifer Road, Sunnyvale, California 94086 


Makers of a complete line of such fine 
dermatological products as: Komed9 HC, 
Barseb® HC, Tinver®, Heb®-Cort MC, and 
Thera-Spray™, 


NOILOI 
UJAN 


x 


U.S. Pat. No. 3265571 





Sui generis. 


Seba-Nil is as unique as a fingerprint. It is the only 
ethical degreasing product specially formulated to 
prepare the skin for direct, unhindered topical acne 
medication. 

It removes oil, dirt, and make-up better than soap 
and water because it is a lipid-free grease solvent. 

And Seba-Nil’s exclusive formula of 49.7% alcohol, 
acetone, polysorbate 20, and purified water requires 
no after-rinse. 

So, when you’re looking for a way to prepare the skin 


for acne medication, put your finger on Seba-Nil. It 
leaves nothing to be desired because it leaves practically 
nothing at all. 


Seba-Nil 


cleanser for acne and other oily skin conditions 





«8 C9. TEXAS PHARMACAL COMPANY 
Ha The company that cares for your patients’ skin. 
WwW San Antonio, Texas 78296 


Synalar 





(FLUOCINOLONE. ACE TONIDE) 
0.01 Solution 


Synalar in 100% pr 








ne glycol. 


Low surface tension for easy a EL eal for hairy or intertriginous areas. 








for dry - Sensmwe ° irritated skin... 


A HELPING HAND 
ALL SEASONS 
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e NIVEA’ CREME 
Tieme NIVEA' SKIN OIL 


s 
are sold and their companion— 


SUPERFATTED B ASIS SOAP 


D U KE LABORATORIES, INC. 


SOUTH NORWALK, CONN. 06856 


MAKERS OF ELASTOPLAST®-THE ORIGINAL E-L-A-S-T-I-C ADHESIVE BANDAGE AND UNIT DRESSINGS 





How did 
Cleopatra 
ever get a 


Aeroseb-HC? 


For centuries the problem of treat- 
ing seborrheic dermatitis without 
destroying even the simplest coiffure 
has been a hair raising one. 


' Even today it's no easy task. But 
' the revolutionary Aeroseb-HC topical 
aerosol spray system neatly and effec- 
tively treats the scalp without mussing, 
coating or matting the hair. 


Aeroseb-HC's long, thin applicator 
tube goes through the hair to touch the 
scalp, dispersing a fine aerosol spray. 
And a complete treatment takes less 
than 30 seconds. 


% ` Aeroseb-HC is 
; X particularly desirable 
i@ X with your appear- 
ance conscious 
patients with se- 










When the 
combined bene- 
fits of effective 
therapy and 

good grooming 
are important, 
prescribe 


Aeroseb- HC. 


borrheic dermatitis. 


DESCRIPTION: Each aerosol contains: 





30Gm*  90Gm. 
hydrocortisone alcohol 75 mg 225 mg 
alcohol (47.2% by weight) 14.2 gm 42.5 gm. 


with: isopropyl myristate and propellant (dichloro- 
tetrafluoroethane). After evaporation of the propel- 
lant, the solution contains 0.5% hydrocortisone alcohol. 


Each 1 second of spray dispenses approximately 

0.53 mg. of hydrocortisone 

*Sample size only — not available for sale 
INDICATIONS: For the treatment of seborrheic 
dermatitis of the scalp 

CONTRAINDICATIONS: Topical corticosteriods 
are contraindicated in tuberculous, fungal, and most 
viral diseases of the skin (herpes simplex, vaccinia, 
varicella, etc.). For dermatologic use only — do not 
spray in eyes or nose 

WARNINGS: Avoid inhalation, ingestion or contact 
with eyes. In diseases due to microorganisms, infection 
may be masked, enhanced or activated by the steroid. 
PRECAUTIONS: Transient irritation may occur 
when first applied to an inflamed scalp. This normally 
disappears with repeated use. Some individuals may 
demonstrate sensitivity to one or more of the com- 
ponents of this product. Its use should be discon- 
tinued if any reaction indicating sensitivity is observed. 
Extensive application or use under occlusive dressing 
may result in systemic absorption of the steroid with 
symptoms of adrenal suppression. 

The use of adrenal cortical hormones during 
pregnancy should be limited to conditions serious 
enough to warrant such treatment, so that possible 
risk to the fetus may be justified by the expected 
benefit to the mother 

DOSAGE & ADMINISTRATION: Initially, 
Aeroseb-HC should be applied once daily during 

the acute phase. Once the acute phase of the condi- 
tion is controlled, the dosage may be reduced to 1-3 
times a week to maintain control. Aeroseb-HC 
should be applied to the dry scalp after each shampoo. 


NOTE: For best results to avoid wasting the medica- 
tion, it is important to follow the application instruc- 


tions carefully (detailed instructions appear on the 
aerosol). However, it is preferable that the physician e 
demonstrate the proper application method to the 
patient 

CAUTION: Avoid spray contact with eyes. Do not 
inhale or ingest spray. If medication accidentally 

gets in eyes, wash out with copious amounts of water 
and contact your physician. Keep out of reach of 
children. 

HOW SUPPLIED: In 90 gm. aerosol with applicator 
tube* 

Caution: Federal (U.S.A.) law prohibits dispensing 
without prescription 


NOTE: Contents under pressure. Do not puncture, 
incinerate or expose to temperatures above 120°F. 






li Net wt. 


5 5. Herbert Li 


G. S. HERBERT LABORATORIES 
division of Allergan Pharmaceuticals 
Irvine, California 92664 


Aeroseb-HC 


Topical aerosol spray *Patent Pending 


LARGE SIZES 


... small prices 








FORMTONE- 
HC CREAM 
Hydrocorti- 
sone Alcohol 
wR or 1% 


| i E 
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Hydrocorti- 
sone Alcohol 
A%, Diiohy- 
3 droxyquin 1% 
and Synthetic 









Crude Coal 
; Tar 2%. 
HYTONE 1⁄2% HYDRO- 
4 (HYDROCORTISONE) » CORTISONE 


Alcohol 7226. 











VYTONE 
CREAM 
Hydrocorti- 
sone Alcohol 
’% and Diio- 


* oe CREAM 
= dohydroxy- 
tog quin 1%. 


PRICE = 
DERMATOLOGICALS 


Contraindications — Hydrocortisone — skin tuberculosis, viral infection, herpes simplex, vaccinia or varicella. 





340 





® 
eo 
(neomycin sulfate 0.5% [0.35% neomycin base], fluocinolone acetonide 0.025%) 


Synalar’ 


fluocinolone acetonide 








EVEN IF YOUR “PATIENTS” WERE 
250 MILES ABOVE EARTH- 


They would still benefit from the unique qualities of 
Neutrogena Soap. 


Astronauts aboard Skylab undergo long 
exposure to zero gravity. Question: How 
do you not only cleanse the skin but 
maintain its normal ecological balance 
in outer space? Answer: Neutrogena 
Soap. The reason? Neutrogena is a fi M STE 
pure, biodegradable soap that does not {=> 

change or disturb the normal flora of R fi VM P mL ; 
the skin. So what it does nor do, in this instance, is more important than what it 
does do. A safe, gentle, thorough cleanser for people "up there” or “down here? 


Professional samples on TOR The soap used by 
request. Address: NASA Astronauts 
Neutrogena 










Neutrogena Corporation, 
5755 W. 96th Street, AD-9 aboard SKYLAB 


Los Angeles, Calif. 90045. 








ANNOUNCING ... 


DERMATOLOGY 


2nd Edition 


By Patrick Hall-Smith, M.D.; 
Robert J. Cairns, M.B., and 
R.4.B. Beare, M.B. 


Revised and updated, the Second Edi- 
tion retains the basics and skills need- 
ed for day-to-day practice, while also 
examining the newer aspects of derma- 
tology, especially where dermatology 
and other disciplines are related. In 
particular, there has emerged a grow- 
ing awareness of the interrelationship 
between systemic disease and abnor- 
malities of the skin. Thus, certain chap- 
ters extend beyond the purely derma- 
tological field and are intended to help 
the clinician to recognize skin manifes- 
tations, to relate them to possible 
deep-seated pathology, and also to 
understand some of the chemical and 
immunological factors involved. An in- 
novation in this volume is the inclusion 
of a section on plastic surgery, a dis- 
cipline as yet not fully exploited by 
dermatologists. The basic techniques 
of plastic surgery in the context of der- 
matology are fully described and 
illustrated. 


August 1973, 360 pp., illus., about $15.00 


ISBN 0-8089-0817-0 


GRUNE & STRATTON, INC. 


A subsidiary of Harcourt Brace Jovanovich, Publishers 
111 Fifth Avenue, New York, N.Y. 10003 
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For Clinical 
Reference, 
Teaching, 
Lectures. 


Fit any 2"x 


2 


Viewer or Projector 


LATEST FOR DERMATOLOGISTS 
ADNEXAL TUMORS OF THE SKIN—Tumors of Epidermis, 


Sebaceous Gland & Hair Follicle ....60 color slides $24.00 


by Amir H. Mehregan, M.D. 


a AND DISEASE-CORRELATION OF RADIOLOGICAL 


50 slides $20.00 


ROENTGENGLOGIC AND SCINITIGRAPHIC Se IN 


THE SPREAD OF CANCER 
by John W. Turner, M.D. 


1 slides $22.00 


FOOT MANIFESTATIONS OF SYSTEMIC DISORDERS AND 


FOOT SURGERY 46 color slides $22.00 


by Kenath Herrick Sponsel, M.D. 


PERIPHERAL VASCULAR DISEASES ..62 color slides $24.00 


by Travis Winsor, M.D. 
RHEUMATOID ARTHRITIS—GQUT 
by Henry K. Taylor, M.D. 


MEDICAL FILM SLIDE DIVISION 


Micro X-Ray Recorder, Inc. 
3755 West Lawrence 
Chicago. Ill. 60625 


49 slides $20.00 


For other series, ask for catalog M. 


312/478-8560 











Clinical Considerations — 

INDICATIONS: TINACTIN Cream and Solution 
afford excellent topicol treatment for tineo pedis, 
tineo cruris, tinea corporis, and tinea manuum due 
to infection with Trichophyton rubrum, 
Trichophyton mentagrophytes, Trichophyton 
tonsurans, Microsporum canis, Microsporum 
oudouini, Epidermophyton floccosum and for 

tinea versicolor due to Malassezia furfur. Good 
results can be anticipated in patients with recent, 
mild fungous infection of the scalp (tinea capitis) 
treoted with TINACTIN Cream or Solution. An 
oral antifungal cgent such as griseofulvin is 
required in (1) onychomycosis; ond (2) chronic 
infections of the scalp in which fungi are numerous 
and widely distributed in the skin and hair follicles, 
and where kerion formation has occurred. Similarly, 
an oral antifungal agent may be required in chronic 
refractory fungous infections of the palms and 
soles which have not responded to TINACTIN 
Cream or Solution. TINACTIN Cream or 
Solution moy be used concurrently for adjunctive 
locol benefit in the treatment of these lesions. 
TINACTIN Powder contains an effective topicol 
fungicidol agent for the treatment of skin 

infections due to common pathogenic fungi, 
including Trichophyton rubrum, Trichophyton 
mentagrophytes (T. gypseum), Trichophyton 
tonsurans, and Trichophyton floccosum. TINACTIN 
Powder and Powder Aerosol are recommended 
for odjunctive use with TINACTIN Solution or 
Cream in fungous infections of intertriginous 

and other naturclly moist skin areas in which 
drying may enhonce the therapeutic response. 
TINACTIN Powder or Powder Aerosol may 
also be used alone in simple cases of mild infection 
that respond to treatment with an antifungal 
powder and measures that promote skin hygiene. 
Following complete remission, TINACTIN Powder 
or Powder Aerosol alone may be continued to 
maintain remission or reduce risk of infection. in 
fungous lesions of the scalp, nails, soles, and 
palms, treatment with an oral antifungal agent, 
such as griseofulvin is recommended. TINACTIN 
Powder or Powder Aerosol may be used 
concurrently with griseofulvin for adjunctive local 
benefit. WARNING: In case of sensitization or 
irritation due to TINACTIN preparations or any of 
their ingredients, treatment should be discontinued. 
Keep out of eyes. TINACTIN Powder Aerosol: 
Contents under pressure. Do not puncture. Do not 
use or store near heat or open flame. Exposure 

to temperatures above 120°F may cause bursting. 
Never throw container into fire or incinerator. Keep 
out of reach of children. PRECAUTIONS: If a patient 
shows no improvement after four weeks of 
treatment with TINACTIN, the diagnosis should be 
reviewed, In mixed infections where bacteria or 
nonsusceptible fungi, such as Candida albicans are 
present, supplementary topical or systemic anti- 
infective therapy is indicated. There is no evidence 
to date that tolnaftate adversely influences 
infections with nonsusceptible microorganisms, 
such as bacteria. Treatment with TINACTIN 
Cream, Solution, Powder, or Powder Aerosol 
should be discontinued if the patient's skin disease 
becomes worse. ADVERSE REACTIONS: TINACTIN 
is essentially nonsensitizing and does not ordinarily 
sting or irritate intact or broken skin in either 
exposed or intertriginous areas. One case of 
sensitization to butylated hydroxytoluene has 

been confirmed. A few cases of mild irritation 
possibly attributed to components of the 
formulations have been reported but not 
confirmed. A few unconfirmed coses of mild 
irritation from TINACTIN Powder have been 
reported. Although any new substance opplied 
topically is potentially sensitizing, sensitization as 
evidenced by allergic eczematous contact 
dermatitis has not yet been observed with 
tolnaftate. HOW SUPPLIED: TINACTIN Cream 1%, 
15g. collapsible tube with dispensing tip. 
TINACTIN Solution 1%, 10 cc. plastic squeeze 
bottle. TINACTIN Powder 1%, 45 g. plastic 
container. TINACTIN Powder (1%) Aerosol, 

120 g. aerosol container. 


For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 


SLR-472 
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safely and comfortably 










Though a highly active and 

unusually effective antifungal agent, 
TINACTIN Cream and Solution are 
ordinarily nonsensitizing, 

nonirritating, and nonstinging, 

even on broken inflamed skin. 

And to prevent reinfection, 

there is TINACTIN Powder Aerosol... 
cooling, soothing, drying, and odorless. 


Tinea corporis 





uf 


* e e. 
Tinactin 
brand of tolnaftate, U.S.P., 196 
Cream/Solution/Powder Aerosol 


Because experience counts. 


Tinea cruris 
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is acne 


xerac 


alcohol acne gel 









Xerac is odorless and dries to a 
clear, invisible film... assuring 
acceptance by the typical self- 
conscious young patient. 

Xerac provides drying, kera- 
tolytic and antiseptic action in a 
unique lipid free formulation as an 
aid in the management of acne. 

Xerac is 44% isopropyl alcohol 
... combining germicidal action 
with outstanding drying effect. 
The formulation also provides 
4% sulfur. 

Available in 1% oz. tubes, na- 
tionwide and in Canada. Please 
write to the address below for a 
generous supply of starter 
samples. 


PERSON & 
COVEY INC. 


616 ALLEN AVENUE 
GLENDALE, CALIF. 91201 


*TM 





Synalar 


(FLUOCNOLONE ACETONIDE) 
0.025- Emollient Cream 


Synalar in an emollient cream base. 
Combines the emolliency of an ointment with the cosmetic acceptability 


of a cream. 











It Takes More Than A Label To 
Make A Cosmetic Hypo-Allergenic 


To protect the consuming public, to guide the medical profession in prescribing and recommending, 
and to advance the cause of truth in advertising and labeling, all AR-EX Cosmetics comply with 















the following standards: 


1. Only the purest, most highly refined ingredi- 
ents are used in the formulation of AR-EX Hypo- 
allergenic Cosmetics. 

2. No substance shown in medical literature to 
be an irritant or frequent sensitizer is used 
in the formulation of AR-EX Hypo-allergenic 
Cosmetics. 

3. To be truthfully classified as “hypo-aller- 
genic”, all AR-EX Cosmetics are carefully tested 
on persons known to be allergic to the type of 
cosmetic being tested, and found safe for over 
95% of such persons. (Tests on normal individ- 
uals do not prove the safety of cosmetics for 
allergic persons.) 

4. The complete qualitative formula of each 
AR-EX Hypo-allergenic Cosmetic is available to 
physicians. 

5. Substances shown to have an occasional or 
minor sensitizing index are used only when no 
substitute is available. 

6. AR-EX Hypo-allergenic Cosmetics are not 
medicated. 

7. AR-EX Hypo-allergenic Cosmetics are avail- 
able unscented and are so labeled. 


You can confidently prescribe AR-EX Hypo-allergenic Cosmetics as you prescribe 
medications! Write for our Professional Formulary and cosmetic prescription blanks. 


AR-EX PRODUCTS CO., 1036 W. Van Buren St., Chicago, III. 60607 


8. When AR-EX Cosmetics are labeled "un- 
scented", this means they contain absolutely no 
perfume (either natural or synthetic). 
9. AR-EX Hypo-allergenic Cosmetics do not 
include any ingredients which have physiologic 
action. 
10. No AR-EX Cosmetics are labeled "non- 
allergic". Nothing can truthfully and scienti- 
fically be considered non-allergic. 
These standards are simple and direct. You 
should know if the cosmetics you recom- 
mend and prescribe as ''hypo-allergenic'* 
meet these standards. 





Hypo -Allergenic 
COSMETICS 





Self-correct- 
ing needle 
finds posi- 
tion, depth 
of follicle 


Effective de- 
struction of 
papilla 
within sece 


+ 


PERMA TWEEZ' ELECTROLYSIS INSTRUMENT 


Clinical study (copy on request) proves safety and efficacy 
of laity self-use electrolysis. Study shows chin and even 


axilla can be self-treated effectively through use of mirror. 
This permanent hair remover features the only patented self- 
correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 
ture also helps prevent infection. 


Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 


PERMA TWEEZ & ATTACHMENT ......$19.45 


[] Check enclosed. 








Invoice after 30 days. 








30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL COMPANY, Department D-41 


5701 West Adams Boulevard, Los Angeles, California 90016 








JAMA Classified 
Advertisements Help 


You... 


* Locate a Position 

* Buy and Sell Real Estate 
* Sell a Practice 

* Rent Office Space 

* Find Associates 





Place Your Advertisement Today! 


The Journal of the American Medical Association 
Classified Advertising Department 

535 North Dearborn Street 

Chicago, Illinois 60610 





Texacort: 
Scalp Lotion 


(hydrocortisone) Rx 


DESCRIPTION: Texacort Scalp Lotion con- 
tains 196 hydrocortisone in a lipid-free, 
paraben-free vehicle containing 3396 alcohol, 
propylene glycol, polysorbate 20, benzal- 
konium chloride and purified water. The 
vehicle has a low surface tension in which 
hydrocortisone is solubilized. Chemically, 
the active ingredient in Texacort Scalp 
Lotion is 118, 17, 21-trihydroxypregn-4-ene-3, 
20 dione. 

ACTIONS: Topical steroids are primarily 
effective because of their anti-inflammatory, 
anti-pruritic and vasoconstrictive actions. 


INDICATIONS: For topical application for 
symptomatic relief and adjunctive manage- 
ment of seborrheic dermatitis and contact 
dermatitis of the scalp. 


CONTRAINDICATIONS: Topical steroids 
are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. 


Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. 
This preparation is not for ophthalmic use. 
Topical steroids should not be used when 
circulation is markedly impaired. 
WARNINGS: USAGE IN PREGNANCY: 
Although topical steroids have not been re- 
ported to have an adverse effect on the fetus, 
the safety of their use in pregnant females 
has not absolutely been established. There- 
fore, they should not be used extensively on 
pregnant patients, or in large amounts, or 
for prolonged periods of time. 


PRECAUTIONS: If irritation develops, the 
product should be discontinued and appro- 
priate therapy instituted. 


In the presence of an infection, the use of 
appropriate antifungal or antibacterial 
agents should be instituted. If a favorable 
response does not occur promptly, the corti- 
costeroid should be discontinued until the 
infection has been adequately controlled. 


If extensive areas are treated or if the occlu- 
sive technique is used, the possibility exists 
of increased systemic absorption of the 
corticosteroid and suitable precautions should 
be taken. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids, either with or without 
occlusive dressings: burning sensations, itching, 
irritation, dryness, folliculitis, secondary in- 
fection, skin atrophy, striae, hypertrichosis, 
acneform eruption and hypopigmentation. 
DOSAGE AND ADMINISTRATION: Apply to 
affected areas 3 or 4 times daily. When a 
favorable response is obtained, reduce dosage 
gradually and eventually discontinue. 

HOW SUPPLIED: l fluid ounce bottle with 
dropper. 


o. 
TEXAS PHARMACAL COMPANY 


The company that cares for your patients' skin 
San Antonio, Texas 78296 


Texacort 
Scalp 
Lotion 


(hydrocortisone) 
lipid-free 





Fast economy vehicle. 


Texacort Scalp Lotion (hydrocortisone) (equal in potency to 0.01% fluocinolone vehicle in the economy class. 

doesn't come in a racy aerosol can, or a acetonide) is released more efficiently So, when you treat seborrheic and 

flashy spray bottle. and faster than scalp steroid products contact dermatitis, prescribe Texacort 
Nevertheless, it spreads medication using propylene glycol alone. Scalp Lotion. 

faster. Ovr vehicle also dries fast. Without T: It gets full-strength 
Because our vehicle is formulated with staining or leaving a greasy residue. f medication to the root of 


the problem faster. 
More economically. 


both propylene glycol and alcohol. Economy? Texacort costs less per 
So, Texacort’s 1% hydrocortisone application. Which really puts our 





“Doctor, with 
my delicate skin... 
what kind of soap 


should I use?” æ 





Pure mild Ivory is one of the safest 
possible soaps you can recommend for 
delicate skin. More doctors recommend 
Ivory than any other soapž Ivory may safely be 


used as an adjunct to treatment 
of scabies, seborrhea and 


It makes sense. immersion experiments— impetigo. 
Ivorys absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest. least irritating 
chances of irritation. soaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 


including patch tests and arm this clinical experience. 





Summary of Procter & Gamble Market Research Study #69222. available on request to interested physicians 





Gently with 


Fostril 


drying lotion for acne 


Fostril treats acne in blondes and 
brunettes, too. It gets them through the 
adolescent crisis of acne flare-up. 
Fostril is soecific for acne—one to 
three applications of Fostril daily will 
control acne in most of your patients. 
See PDR. Supplied: 1 oz. tubes. 
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Special Article 


Bibliography of Secondary Sources 
on the History of Dermatology 


I. Journal Articles in English 


Lawrence Charles Parish, MD; Lisabeth M. Holloway, MSLS; Susan Ashby; Jack L. Rovner, Philadelphia 


his constitutes the first install- 

ment of what we hope will in 
time become a comprehensive bibli- 
ography of secondary sources on the 
history of dermatology. By “second- 
ary sources,” we mean books or arti- 
cles written with historical intent 
including biographies and obituaries, 
which are, however, omitted from 
the present installment. “Primary 
sources” include clinical manuals, 
case reports, and general textbooks. 
The second installment will consist of 
biographies and obituaries, also from 
journals. Eventually, we hope to 
compile a list of books and parts of 
books also dealing with the history of 
dermatology. 

It is recognized that our restriction 
to English-language sources will lim- 
it the usefulness of this compilation, 
especially from the viewpoint of pro- 
fessional historians and scholars. We 
hope to correct this deficiency in the 
future by developing bibliographies 
of foreign-language sources, perhaps 
with the assistance of European, 
South American, Asian, and African 
dermatologists. At present, our objec- 
tive is to encourage historical interest 
among English-speaking dermatolo- 
gists, particularly in America. 

The present compilation is based on 
the dermatology collections of the 
Library of the College of Physicians 
of Philadelphia. In 1970, the Ameri- 
can Academy of Dermatology created 
an affiliation with the Historical 
Department of this Library, already 
rich in books and journals related to 
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dermatology, with the object of pro- 
viding a focus for the collection and 
preservation of memorabilia, pic- 
tures, documents, books, and jour- 
nals, both old and new, but especially 
new, relating to dermatology and its 
practitioners. We are happy to report 
an enthusiastic response to the an- 
nouncement of this affiliation and the 
acquisition of many interesting 
sources, including several important 
collections. We continue to solicit 
such contributions. 

Scope.— In general, we have tried 
to include only articles in which the 
author's intent was plainly historical, 
at least in a substantial segment of 
his paper. But in the areas of educa- 
tion, philosophy, and research, bor- 
derlines grow shadowy, and it has 
been difficult to set up consistently 
applicable criteria. We have been 
more lenient here than elsewhere. 

Again, in regard to articles written 
during the infancy of dermatology as 
a specialty and also in regard to arti- 
cles written by dermatologists de- 
scribing remote countries, we have 
been lenient in including sources that 
contain little or no retrospective mat- 
ter, but which may provide the future 
historian with important informa- 
tion. 

Syphilis and leprosy have been ex- 
cluded from this compilation, except 
as other dermatologic topics were 
involved. Both these subjects have 
fascinated physicians, historians, and 
literary writers for centuries and a 
vast amount of literature has accu- 
mulated for each of them. Historical- 
ly oriented bibliographies exist for 
each of them, which we hope in the 
future to bring up to date. These bi- 
ographies follow: 

Keffer L: Indice bibliografico de lepra, 

1500-1948, Sào Paulo, 1944- 

1948; 3 vols, with supplements 1-5, 


1952-1962. 

Baumgartner L, Fulton JF: A Bibli- 
ography of the Poem, Syphilis, sive 
Morbus gallicus by Girolamo Fra- 
castoro of Verona. New Haven, 
Conn, 1935, 157 pages. 

Krumbhaar EB, Garner VC: Lue- 
siana in the Library of the College 
of Physicians of Philadelphia. Ann 
Med Hist, new series 5:96-100, 
1933. 

Articles on ancient and medieval 
writers who contributed to the study 
of the skin have been included in this 
installment rather than in the bio- 
graphic installment to follow. Arti- 
cles, which may be categorized as 
"collective biographies," discussing 
several dermatologists, are included 
here; if their notices warrant inclu- 
sion in the biographical installment, 
analytics will also appear there under 
the name of the subject. 

We are certain that valuable ma- 
terial has been overlooked. We hope 
that omissions will be called to our 
attention for inclusion in future sup- 
plements. References are being col- 
lected for publications appearing in 
1973; we would appreciate receiving 
reprints, for deposit in the library, 
especially of articles appearing in 
journals that might not come to our 
notice. 

Sources of Articles Included. — 
Each article included was personally 
verified by one of the compilers, with 
the exception of those that are 
marked by an asterisk. These were 
not to be found in the college collec- 
tions, nor were we able to obtain re- 
prints. Citations were obtained from 
the following sources: 
Index-Catalogue, Library of the Sur- 

geon-General's Office, series 1 and 

2. 

Index Medicus (under its various ti- 
tles), 1879-1956. 
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MEDLARS (Medical Literature 
Analysis and Retrieval System), 
searches 1967 and 1972. 

Current Work in the History of Medi- 
cine, 1965 — 1969. 

Bibliography of the History of Medi- 
cine of the United States and Cana- 
da, 1989-1960; edited by Gene- 
vieve Miller. Baltimore, 1964. 

Bibliography of the History of Medi- 
cine, 1964-1969. Washington, 
1972. - 

Wellcome Library: Entries on the his- 
tory of dermatology from the files 
copied and sent by F. N. L. Poynter. 

Bibliography of Herman Goodman, 
M.D., io 1944. New York, 1944. 
The following jaurnals have been 

scanned, volume by volume: 

Acta Dermato-venereologica, vol 1-52, 
1920-1972. 

Annals of Medical History, vol 1-10, 
1917-1928; new series, 1-10, 1929- 
1938; third series, 1-4, 1939- 
1942; index, 1917-1942. 

Archives of Dermatology, vol 1-8, 
1874-1882. 

Archives of Dermatology (under its 
various titles), vol 1-106, 1920- 
1972. 

Australian Journal of Dermatology, 
vol 1-13, 1951/1952-1972. 

British Journal of Dermatology, vol 1- 
87,1888/1889-1972. 

Bulletin of the History of Medicine, 
vol 1-46, No. 5, 1939-1972. 

Centaurus, vol 1-17, 1950-1972. 

Chronica Dermatologica, vol 1-8, 
1970-1972. 

Ciba Symposia, vol 1-11, 1939-1951. 

Clio Medica, vol 1-7, 1965/1966-1972. 

Cutis, vol 1-10, 1965-1972. 

Indian Journal of the History of Medi- 
cine, vol 1-10, 1958-1965. i 
International Journal of Dermatology 
(under its various titles), vol 1-11, 

1962-1972. 

Journal of Cutaneous Diseases (under 
its various titles), vol 1-37, 1883- 
1919. 

Journal of Cutaneous Medicine and 
Diseases of the Skin, vol 1-4, No. 16, 
1867-1871. 

Journal of Investigative Dermatology, 
vol 1-59, 1938-1972. 

Journal of the History of Medicine 
and Allied Sciences, vol 1-27, 1946- 
1972. 


Medical History, vol 1-16, 1957/1958- _ 
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1972. 
Skin, vol 1-3, 1962-1964. 
Transactions and Studies of the Col- 
lege of Physicians of Philadelphia, 
third series, vol 1, 1875; fourth se- 
ries, vol 40, No. 2, 1972. 
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Opposite Meaning. — An error of omission occurred in the article, "Photosensitive 
Livedo Reticularis," published in the July Arcutves (108:100-101, 1973). In column 2 
on page 101, the sentence beginning on line 2 should read “Quinidine has not been 


described as a common ‘trigger’ of drug-induced lupus. . . 


word.) 


." (Italics indicate omitted 


Title Error.— The correct title for the article by William A. Knight III et al, pub- 
lished in the May Ancuivzs (107:747-750, 1973), is "Neurofibromatosis Associated 
With Malignant Tumors." The title incorrectly read ". . . With Malignant Neurofi- 
bromas." 
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Original Contributions 


Relationship Between Bowen Disease 
and Internal Malignant Tumors 


Sven La Cour Andersen, MD; Arne Nielsen, MSc; Flemming Reymann, MD, Copenhagen 


In a series of papers published in derma- 
tologic periodicals, Bowen disease is stat- 
ed to be associated with a considerable 
increase in the incidence of internal malig- 
nant tumors; this is not in agreement with 
clinical experience in Denmark. 

In 207 consecutive patients with Bowen 
disease, a systematic statistical investiga- 
tion was made, with a view to demonstrat- 
ing a possible correlation with internal ma- 
lignant tumors. 

No significant differences were found 
between the observed and expected figures 
for internal malignant tumors. Of 31 cases 
of Bowen disease localized to the trunk, six 
cases-of internal malignant tumors were 
observed; only 2.78 cases were expected. 
Nevertheless, this difference cannot be 
regarded as significant. 


he possible relationship between 
skin cancer and internal malig- 
nant tumors has motivated numerous 
investigations, and there is, particu- 
larly in earlier European literature, a 
large number of reports on this sub- 
ject. 

In regard to Bowen disease, the 
association of this precancerous le- 
sion with cancer of the internal or- 
gans has been known for many years 
in patients who had been given arsen- 
ic for therapeutic purposes or who 
had ingested this substance in anoth- 
er way (drinking water, sprays used 
in disinfestation, etc) (Sommers and 
MacManus! and Yeh et al’). 

Several American authors have 
been particularly interested in the 
correlation between Bowen disease 
and systemic malignant tumors 
(Graham and Helwig,? Epstein,’ Pe- 
terka et al? Hugo and Conway‘). The 
results of these more recent studies 
seem to indicate that Bowen disease 
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often is associated with an increased 
incidence of internal cancer, which 
certainly cannot always be connected 
with previous arsenic intake. 

If these results are correct, they 
will have far-reaching consequences 
in dermatologic clinical work. With 
the object of contributing to the clari- 
fication of this problem, we investi- 
gated the incidence of internal malig- 
nant tumors in a total of 207 patients 
with Bowen disease. 


Patients 


The study comprised all patients in 
whom a diagnosis of Bowen disease 
was made in the Department of Der- 
matology, Finsen Institute, through- 
out the years 1940 to 1969. The pa- 
tients were referred to us either from 
other departments of the institute or 
by general practitioners, as were 
most patients. The distribution of the 
patients over the 30-year period ap- 
pears in Fig 1. 

All patients were of Northern Eu- 
ropean descent; hence, no Negroes 
were included. 

The age and sex distribution of the 
patients appears in Fig 2. 

With respect to sites of tumors, the 
patients were classified into three 
groups: group A, Bowen disease on 
the head, neck, or hands; group B, on 
the extremities; and group C, on the 
trunk. 

Group A comprised 83 men and 73 
women; group B, four men and 19 
women; and group C, eight men and 
23 women. 

When a patient had multiple tu- 
mors on the face, he was registered as 
one case, whereas a patient with tu- 
mors on both the face and the trunk 
was registered in both groups A 
and C. 


Methods 


The first step in tracing the patients, 
through the population register in the last 


known district of residence, was to obtain 
information concerning the present resi- 
dence of the patient or to find out if he had 
died. If the patient was living, a question- 
naire was forwarded, or the patient was 
asked to appear for examination in the 
outpatient clinic. If the patient had died, 
the death certificate was procured; if the 
patient died in a hospital, a discharge re- 
port was requested from the department 
concerned. 

In the questionnaires, the patients were 
asked whether they had had skin diseases 
or internal disorders since the last exami- 
nation in the department and, if so, where 
and when they had been treated. Inquiries 
were then forwarded to the hospital or 
physician concerned. 

To obtain more accurate data, an inves- 
tigation was made, for all patients, as to 
whether their cases had been recorded in 
the Danish Cancer Registry. All cases of 
internal cancer treated by physicians are 
reported to this registry, and all death cer- 
tificates, which are also collected in a cen- 
tral register, are forwarded to the Cancer 
Registry. This procedure ensures a very 
high degree of accuracy in registration 
(Clemmesen"). 

Ninety-four patients completed the 
questionnaire. Thirty-six were examined 
in the outpatient clinic, and in 58 cases the 
data were obtained from death certificates, 
31 of which were issued in hospitals. The 
data relating to 19 patients were obtained 
solely from the Cancer Registry. 

Ín a few cases, it was necessary to see 
the patients in their homes. 

It is characteristic that some informa- 
tion is available for all patients included 
in the study. 


Results 


Among the 207 patients suffering 
from Bowen disease, 23 were ob- 
served to have developed malignant 
neoplasms of sites other than skin. 
This figure was evaluated in relation 
to the number of cases that might be 
expected in the entire Danish popula- 
tion. A survey of these figures is pre- 
sented in Table 1, in which the pa- 
tients are classified according to the 
site of Bowen disease, sex, and age. 
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Fig 1. — Distribution of 207 patients with Bowen disease during 1940 to 


1969. 


Table 1. — Observed/Expected Numbers 
Sites Other Than Skin: Sit 


Ühs 


of Patients With Malignant Neoplasms at 
e, Sex, and Age Distribution* 


erved/Expected Numbers 





Group A, Head, Grou 


Neck, Hand 


Extremities 


p B, 


Group €, Trunk Total 





Age Range, yr Male Female Male 


le 


Female Male Female Male Female 





30-34 0/0 0/0 0/0.00 


0/0 0/0 0/0 0/0.00 0/0 





35-39 0/0 0/0 0/0 


0/0 0/0 0/0 0/0 0/0 





40-44 0/0.00  0/0.00 0/0 


0/0.00 0/0 070.00 0/0.00 0/0.01 





45-49 0/0.02  0/0.03 0/0 
+0.01 +0.00 


0/0.01 0/0 0/0.03 0/0.03  0/0.08 
10.01 10.00 





50-54 0/0.07 | 0/0.07 0/0 


10.02 — 40.02 


0/0.03 0/0.00 0/0.08 
+0.01 +0.02 +0.03 


0/0.08 — 0/0.20 





55-59 0/0.11  0/0.07 


+0.02 +0.00 


0/0.01 


0/0.06 0/0 0/0.10 
+0.03 +0.02 +0.03 


0/0.16 





60-64 1/0.23 1/0.12 


+0.01 


0/0.02 


0/0.06 0/0 1/0.18 
+0.03 40.01 30.03 


1/0.26 





65-69 0/0.66 0/0.39 0/0.06 


0/0.07 1/007 0.14 
10.04 +0.04 


1/0.78 





70-74 1/1.26 2/0.78 


+0.04 


1/0.01 


0/0.22 2/0.25 
40.04 


1/0.22 3/1.50 





75-79 2/.88 0/111 


+0.07 


0/0.09 


0/0.35 0/0.27 0/0.26 


+0.07 


2/2.25 





80 and 
over 


3/2.22 | 4[2.65 


+0.09 


0/0.04 


2/0.58 0/0.34 0/0.44 


+0.09 


3/2.59 





Total 716.45 


+0.06 


715.22 
+0.02 


1/0.23 





*0.00= less than 0.005 


2/1.38 
+0.11 


2/0.91 
+0.06 


4/1.48 
+0.33 


10/7.65 13/8.41 


The figures after plus signs indicate the numbers expected to occur among patients with mul- 
tiple sites of lesions in both groups A and C or in groups B and C. In the “Total’’ column, the ex- 


pected number also comprises these patients. 


In order to calculate the expected 
number of cases of internal malig- 
nant tumors, the observation period 
for each individual patient was calcu- 
lated as the length of time from diag- 
nosis of Bowen disease to the last con- 
tact with the patient, or the death of 
the patient. Because the incidence of 
malignant neoplasms varied accord- 
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ing to sex, age, and length of time, the 
observation period was classified ac- 
cording to these three criteria. The 
age was divided into five-year groups 
and the length of time into five-year 
periods. The individual observation 
periods in a given group were then 
totaled. The expected number in a 
group is, thus, the total observation 


period multiplied by the incidence 
specific for the group. 

The calculations were based on the 
incidences established by the Danish 
Cancer Registry (Clemmesen’*). The 
incidences quoted are those reported 
for all malignant neoplasms, classi- 
fied according to sex and five-year age 
groups, after deduction of incidences 
of all malignant neoplasms of the 
skin for the five-year periods 1943 to 
1947, 1948 to 1952, 1953 to 1957, and 
1958 to 1962. The observation period 
for Bowen disease comprises also the 
periods 1963 to 1967 and 1968 to 
1972; however, as the incidence fig- 
ures have not yet been published for 
these periods, the incidence in 1958 to 
1962 has been used. Because the inci- 
dence in Denmark for malignant 
neoplasms increases slightly with 
time, this involves a slight underesti- 
mation for the two periods. 

The incidences published by the 
Cancer Registry were also calculated 
for different areas of Denmark. The 
majority of the patients in the Finsen 
Institute came from the capital. Be- 
cause the incidences there were high- 
er than those found in other parts of 
the country, the expected number 
calculated on the basis of the figures 
for the whole of Denmark might be 
underestimated. In order to check the 
implications of this possibility, the 
expected number was also calculated 
on the basis of the incidences for the 
capital. 

A few of the patients had multiple 
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Table 2.—Observed/Expected Numbers 
of Patients With Malignant Neoplasms 
at Sites Other Than Skin: Sex and Time 
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Table 3. — Twenty-Three Patients With Bowen Disease 
and Internal Malignant Tumors 







































case. 

Table 2 presents the 23 patients 
observed who developed malignant 
neoplasms on sites other than skin, 
distributed according to the period 
during which the internal malignant 
tumors were diagnosed, and the ex- 
pected number on the basis of inci- 
dences for the whole of Denmark is 
distributed similarly. As will be seen, 
the expected and the observed distri- 
bution shows good agreement. 

Table 3 shows the types of internal 
malignant tumors observed in 23 pa- 
tients with Bowen disease. Further- 
more, the number. of years between 
the establishment of the diagnosis of 
Bowen disease and discovery of the 
internal malignant tumors are given. 

Twenty-two of the 207 patients had 
multiple Bowen lesions. None of 
these developed internal malignant 
tumors. 

Thirty-three patients had a history 
of arsenic intake; one of them devel- 
oped lung cancer about 50 years later. 


Period Distribution Interval 
Between 
Observed/Expected Onset of 
Numbers Bowen 
iR c eme Bowen Disease Disease and 
Period Males Females G ———— Internal Internal 
1940-1947 0/0.32 0/0.11 Time of Age at Malignant Malignant 
1948-1952 0/0.48 0/0.17 Diagnosis Diagnosis Site Tumor Tumor, yr 
1953-1957 2/0.75 0/0.47 Female 
1958-1962 4/1.87 3/2.24 1963 86 Temporal C ventriculi i 
1963-1967 1/2.77 7[3.57 region 
1968-1972 3/1.47 3/1.86 1958 62 Hand C mammae 9 
10/7.65 13/8.41 1955 74 Foot Hypernephroma 9 
1957 76 Cheek C uteri 4 
Bowen lesions located on two of the lees i a ae x: 
sites mentioned in Table 1. The num- cap Purema 
b f cases of internal malignant 1238 2 Nose SK 3 
er Q : ngnan 1959 7i Face C recti 1 
tumors expected in these patients is 1964 62 Thigh C sinus maxillaris 2 
stated separately for both sites. 1965 81 Cheek C uteri 3 
Table 1 shows that 10 men and 13 1965 66 Labium majus € recti 5 
women developed malignant neo- 1968 71 Back C mammae 1 
plasms, whereas the expected num- 1968 67 Anogenital C recti 1 
ber in the Danish population was 7.7 region 
d8.4 Wh luated Male 
MEN ANAG nite ae Yy TED EY ae ees 1950 68 Scalp C coli 8 
on the basis of a Poisson distribution, 1946 7 Cheek € coli 7 
none of these deviations was signifi- 1953 86 Ear C ossium 3 
cant at the 5% level. If the incidences 1956 68 Temporal C prostatae 13 
for the capital were used in the calcu- region - 
lations of the expected number, the 1998 67 ja C hepatis 12 
figures would have been 10.5 men 1962 67 Supraclavicular C pulmonis 2 
and 9.4 women. Hence, the deviation region 
between observed and expected fig- 1964 77 Ear C prostatae 7 
ures would be even smaller in this 1960 72 Abdomen C prostatae 1 
1961 62 Forehead C ventriculi 1 
1962 62 Leg C pancreatis 8 
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Comment 


Among patients with Bowen dis- 
ease, Graham and Helwig? and Hugo 
and Conway? found primary internal 
or extracutaneous cancers up to nine 
times more frequently than in control 
groups. These results gave rise to our 
studies, and also the fact that, during 
the daily work in our clinic, we did 
not find a very high frequency of in- 
ternal cancer in this category of pa- 
tients. 

It must be a prerequisite, when 
comparison is to be made between 
American and Danish patients suffer- 
ing from Bowen disease, that the 
diagnostic criteria are identical, inas- 
much as both clinically and histologi- 
cally the transition between actinic 
keratoses and Bowen disease is grad- 
ual. 

In the Finsen Institute, the histo- 


logic specimens are studied by experi- 
enced histologists in the Department 
of Pathology, the specialty of which is 
cancer histology. The evaluation in 
this department agrees entirely with 
the textbooks of Lever!? and Montgom- 
ery,' and this is also generally the 
case in the United States. It is charac- 
teristic, for the histologists of the in- 
stitute, that throughout the years 
efforts have been made to maintain a 
uniform evaluation of the degree of 
malignancy of the tumors. The same 
applies to the criteria for tumor diag- 
nostics. Histologic specimens from 
our group of patients obtained before 
1950 are evaluated in the same way 
in 1972. 

Figure 1 reveals a remarkable in- 
crease in the number of patients re- 
ferred during the years 1955 to 1956 
and later. It is not possible to give a 
definite explanation of this develop- 
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ment, which we suppose can only 
reflect an increasing tendency to refer 


patients with skin diseases to derma- 


tologic units instead of sending them 
to radiotherapeutic or surgical de- 
partments. 

Whereas group A presents an equal 
distribution between men and women 
of 83 and 73, respectively, groups B 
and C present a somewhat unac- 
countable preponderance of women. 
Hence, group B comprised four men 
and 19 women and group C, eight 
men and 23 women. It is also strange 
that group B comprised only three 
patients with tumors on the upper 
extremities (excluding the hands), 
whereas the remaining 20 patients 
had tumors located on the lower ex- 
tremities. 

A survey of the observed and ex- 
pected cases of internal malignant 
tumors in Table 1 shows that the 
most pronounced differences are 
found in group C: Bowen disease lo- 
cated on the trunk. Two men were 
observed, against the expected num- 
ber of not more than 0.97, and four 
women, against not more than 1.81. 
Evaluated on the basis of a Poisson 
distribution, the observed number of 
six is no more significant than the 
expected 2.78 at the 5% level, even if 
the observed number is slightly more 
than double that expected. The fig- 
ures are too limited to serve as a basis 
for a conclusion. 

As stated before, in our group of 
patients, we were unable to produce 
evidence to support the theory that 
Bowen disease is associated with an 
increased incidence of internal malig- 
nant tumors. In an attempt to explain 
the considerable differences between 
American and Danish results, the 
natural approach would be to make a 
close statistical review of the Ameri- 
can studies. However, this can hardly 
be done because the information giv- 
en of the statistical methods applied 
is very scanty, but a few features 
should be mentioned. 

In the paper published by Graham 
and Helwig, it is stated that more 
than 100 living patients were fol- 
lowed up. Among these, 23 with ma- 
lignant diseases were found. No fur- 
ther details are given as to how these 
more than 100 patients were selected 
or the duration of observation. In this 
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connection, it might be interesting to 
state that in Denmark (Clemmesen?), 
23.4% of all deaths among the age 
groups of 45 years or more were 
caused by malignant neoplasms. 

The other series reported by Gra- 
ham and Helwig? consists of autopsy 
material. Therefore, the validity of 
the conclusions depends on the man- 
ner in which the ‘patients came to 
autopsy, and very little information 
is given on this point. 

Peterka et al? tried to trace 74 pa- 
tients with Bowen disease in whom 
diagnosis was established between 
1941 and 1955. The 53 patients on 
whom information was available 
were classified into one group com- 
prising 33 patients with Bowen dis- 
ease on unexposed areas, 11 of whom 
developed internal malignant tu- 
mors, and another group of 20 pa- 
tients with Bowen disease on exposed 
areas, one of whom developed an in- 
ternal malignant tumor. On the basis 
of the detailed tables reviewing the 
individual cases, it was possible to 
calculate the observation period for 
the patients, classified according to 
sex and age. On the basis of the inci- 
dences recorded in the Danish Cancer 
Registry for the period 1948 to 1952 
for the whole of Denmark, 2.3 cases 
with internal malignant tumors were 
to be expected among patients with 
Bowen disease on unexposed areas, 
whereas 11 cases were detected; 
among patients with Bowen disease 
on exposed areas, 1.6 cases were to be 
expected, whereas only one was 
found. 

Over the years 1932 to 1965, Hugo 
and Conway? encountered 38 patients 
with Bowen disease. Eleven of the 
cases were encountered during the 
years 1932 to 1954 and 27 during 
1955 to 1965. Six, or 15.8% of the 38, 
had systemic cancer, and one died 
from another cause. The average age 
of the 38 patients was 62.4 years. The 
expected incidence was given as 1.7%. 
The term “expected incidence” is not 
clearly defined. In the capital of 
Denmark (Clemmesen®), the annual 
incidence rate for the period 1943 to 
1957 in the age group 60 to 64 years 
was 0.99% for men and 0.81% for 
women, about half the previously 
mentioned "expected incidence." If 
the term expected incidence means 


annual incidence rate at an age of 
62.4 years, we can calculate approxi- 
mately the expected number corre- 
sponding to the observed six cases out 
of 38. The observation period for the 
88 cases will be approximately 

11 x31, 27 x 1050377 years. 
We expect, therefore, 377 x 0.017 = 
6.4 cases, which corresponds very 
closely to the observed number. 

The American reports discuss the 
carcinogenic agents that might be the 
cause of the cancer cases observed. 
The most obvious is arsenic, but simi- 
lar to the findings in the Danish se- 
ries, the Americans are able to dem- 
onstrate a previous history of arsenic 
intake in only a minority of the pa- 
tients. On the whole, it must be pre- 
sumed that Danish patients have 
been treated with arsenic-containing 
drugs for shorter periods only, and 
the drinking water in Denmark nor- 
mally contains no greater amounts of 
arsenic. 

Hence, on the basis of the present 
findings it is not possible to suggest 
any definite explanation for the dif- 
ference between American and Dan- 
ish results. The possibility still exists 
that the increased incidence of inter- 
nal malignant tumors in the Ameri- 
can series may be due solely to the 
method employed in the collection of 
data. 
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Anti-IgG Activity on 
Peripheral Blood 
Lymphocytes in Psoriasis 


Pierre Rimbaud, MD; Jean Meynadier, MD; 


Jean Jacques Guilhou, MD; Jacques Clot, MD, Montpellier, France 


Using the rheumatoid rosette test that 
detects rheumatoid factor at the cellular 
level, we have studied 30 patients with 
complicated or uncomplicated psoriasis, 
20 patients with eczema, and 153 control 
subjects with miscellaneous nondermato- 


: logic diseases. Less than six rosettes per 


1,000 lymphocytes (negative test) were 
found in 96% of 153 control subjects, while 
in 30 patients with psoriasis, there were 
40% of positive rheumatoid rosette tests 
(more than six rosettes per 1,000 lympho- 
cytes). In all subjects with eczema the test 
was negative. 

The significance of the finding of an anti- 
IgG activity in psoriasis is discussed. Cell- 
mediated immunologic disorders, not pre- 


viously described, seem present in this . 


disease. 


he pathogenesis of psoriasis has 

stimulated many studies and, 
more recently, biochemical data 
which concern a deficit of cyclic aden- 
osine monophosphate (AMP) in the 
Skin. Immunological studies have 
only displayed insignificant and con- 
tradictory results.?? These different 
experiments have dealt more particu- 
larly with the humoral aspects of the 
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immune response. Less is known of 
the possible imimunological cell-me- 
diated disorders. 

The rheumatoid rosette test, de- 
scribed by Bach et al,‘ and based upon 
the “immunocytoadherence” phenom- 
enon, has been suggested to detect 
the rheumatoid factor on peripheral 
blood lymphocytes at the cellular lev- 
el. For many authors, this test is a 
useful diagnostic test chiefly for sero- 
negative rheumatoid arthritis. We 
have previously described rheuma- 
toid rosettes in some cases of psoriatic 
arthropathy.5 It is well known that 
usual agglutination tests, which are 
dependent mainly on IgM rheuma- 
toid factor in the serum, are negative 
in psoriasis and psoriatic arthropa- 
thy. 

The present report concerns the 
study of an anti-IgG activity 
(rheumatoid factor) on peripheral 
blood lymphocytes by using the rheu- 
matoid rosette test in patients with 
complicated or uncomplicated psoria- 
sis. 


Methods 


Patients. — We have studied 30 patients 
with psoriasis. There were 21 male and 
nine female patients, ranging in age from 
9 to 87. The psoriasis lesions were fairly 
well-developed; 11 patients had general- 
ized or erythrodermic psoriasis. Six of the 
patients had psoriatic arthritis. Psoriatic 
arthropathy was characterized by an in- 
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flammatory arthritis associated with a 
definite psoriasis. There was radiologic 
appearance of bone destruction and recon- 
struction. The injury was borne either on 
peripheral joints (especially distal inter- 
phalangeal joints) or on the spine and the 
sacro-iliac joints. The duration of the dis- 
ease was from one month to more than 40 
years. There were 22 patients with acute 
eruptions of psoriasis, and eight cases of 
psoriasis were clearing with the use of top- 
ically applied drugs. Nine patients had 
received cytotoxic drug therapy (meth- 
otrexate or bleomycin), but the treatment 
was stopped for a minimum of six months 
prior to the rheumatoid rosette test. How- 
ever, three patients were still receiving 
corticosteroids and three were receiving 
hydroxyurea. 

Control Subjects.—We have studied 
comparatively two groups of patients, one 
of 20 patients with eczema and the other of 
153 patients, which included 25 normal 
subjects and 128 patients with miscella- 
neous nondermatologic diseases such as 
lumbalgias, arthrosis, renal failure, osteo- 
porosis, and infectious diseases. 

Serological Test.—The rheumatoid 
factor detection in the serum was per- 
formed by the modified Waaler-Rose reac- 
tion. This method employed human OD- 
erythrocytes coated with subagglutinating 
amounts of rabbit antihuman erythrocyte 
IgG. Results of this test were considered 
positive when the titer exceeded 1:16. 

Rheumatoid Rosette Test.—The tech- 
nique that we used® was previously de- 
scribed. Peripheral blood lymphocytes 
were obtained from 20 ml of fresh heparin- 
ized blood by spontaneous sedimentation 
and filtration on glass and nylon columns. 
By this method, pure lymphocyte suspen- 
sion (95% of small lymphocytes) was ob- 
tained. After three washes, the suspension 
was adjusted to 8,000 cells/cu mm; human 
OD-fresh erythrocytes were sensitized by 
inactivated rabbit antihuman erythrocyte 
IgG (the same antigen as for Waaler-Rose 
reaction). We used one to three twofold 
dilutions of rabbit serum, which deter- 
mined optimum sensitization for the 
Waaler-Rose test, to avoid spontaneous 
agglutination due to the centrifugations. 
These IgG-coated erythrocytes were ad- 
justed to 105/cu mm and incubated for one 
hour at 37 C. Then, we mixed 20x 10$ 
coated erythrocytes (0.2 ml), 4X 105 lym- 
phocytes (0.5 ml) and 0.3 ml of Hanks bal- 
anced salt solution. After five minutes of 
centrifugation at 200 g, the cells were re- 
suspended gently at 10 rpm for ten min- 
utes in a vertical plane. We examined 
5,000 lymphocytes in two Malassez cham- 
bers. A rosette was defined by at least 
three adherent erythrocytes around a 
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lymphocyte. The result was expressed as 
the number of rosettes per 1,000 lympho- 
cytes. Each series of tests was followed up 
with a positive and a negative control. The 
entire study was done by the double-blind 
method. 


Results 


Control Subjects Without Der- 
matologic Disease.—In the control 
group, we have carried out 180 rheu- 
matoid rosette tests from 153 pa- 
tients. In all cases but six (96%), the 
rheumatoid rosette number was 
lower than six per 1,000 lymphocytes. 
These six subjects had less than ten 
per 1,000 rheumatoid rosettes and a 
mean age of 70 years. Their serologi- 
cal reactions were also positive. 
Hence, we have considered a positive 
test above six rosettes per 1,000 lym- 
phocytes, and a strong positive test 
above ten per 1,000. 

Patients With Eczema.—In all 
subjects (20 cases) with eczema, the 
number of rosettes has always been 
less than or equal to six per 1,000 
lymphocytes. The serological tests 
have also been negative. 

Patients With Psoriasis.— More 
than six rosettes per 1,000 lympho- 
cytes were found in 12 of the 30 pa- 
tients studied with psoriasis (40%). 

In all these subjects, the Waaler- 
Rose reaction was constantly nega- 
tive (lower than 1:16). The number of 
rheumatoid rosettes varied from 
8 to 30 per 1,000 lymphocytes. The 
test was repeated in eight patients 
(without treatment) two to three 
times with intervals from 8 to 21 
days. A difference of more than two 
rosettes per 1,000 lymphocytes was 
never observed in the repeat tests 
performed. 

The correlation between clinical 
data and the rheumatoid rosette test 
was investigated. The percentage of 
patients with a positive rosette test 
appeared to be linked neither with 
the development of the lesions nor 
with psoriatic arthritis (psoriatic ar- 
thritis, 17%; uncomplicated psoriasis, 
45%). There was no relationship to 
the age of the patients; strong positive 
rheumatoid rosettes (18 per 1,000) 
were found in a 9-year-old child. 
Rheumatoid rosettes were found in a 
patient with recent onset (three 


months), and were not found in pa- 
tients with long-standing disease (20 
years). However, there seemed to ex- 
ist no correlation between this test 
and the duration of the lesions. Like- 
wise, no correlation was found be- 
tween the test and the strongly ery- 
thematous and congestive aspect or 
the development of the lesions. 

The number of treated patients 
who could be examined was insuffi- 
cient to permit a definite conclusion 
about the influence of the drugs on 
the rheumatoid rosette test. Three 
patients receiving corticosteroids and 
two patients treated with hydroxyu- 
rea for ten and 30 days had negative 
tests, while a patient receiving hy- 
droxyurea for eight days had a posi- 
tive rheumatoid rosette test. 


Comment 


The rheumatoid rosette test has 
been proposed to detect the rheuma- 
toid factor at the cellular level. Some 
authors*® have demonstrated that 
this test detects anti-IgG activity 
(rheumatoid factor) in patients with 
seronegative rheumatoid arthritis. 

We have found rheumatoid rosettes 


in 40% of cases of psoriasis and never . 


in patients with eczema. The specific- 
ity of rheumatoid rosettes and of the 
Waaler-Rose reaction is comparable, 
since only 4% of 153 control subjects 
have positive tests. Lastly, the repro- 
ducibility of the method employed is 
fairly good. 

The significance of the rheuma- 
toid rosette-forming cells has been 
studied. Bach et alt have demonstrat- 
ed that the rheumatoid rosette forma- 
tion can be inhibited by preincuba- 
tion of the lymphocytes with antihu- 
man immunoglobulin serum. These 
data suggest that these rosette-form- 
ing cells are rheumatoid factor-pro- 
ducing cells (B-cells). However, ro- 
sette formation can also be inhibited 
by azathioprine or antilymphocyte 
serum (Jean F. Bach, MD unpub- 
lished data). It has been previously 
reported that these immunosuppres- 
sive drugs inhibit specifically the T- 
lymphocytes.’ These cells are anti- 
gen-sensitive cells which could be 
involved in rabbit IgG recognition.’ 
Thus, it is possible that rheumatoid 
rosette-forming cells detect rheuma- 
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toid activity at the cellular level even 
when the antibodies are not detecta- 
ble in the serum by the classical ag- 
glutinating reactions. The biological 
significance of this test is completely 
different from that of the Waaler- 
Rose reaction. 

In any event, the finding of rheu- 
matoid rosettes in psoriasis shows an 
existing anti-IgG activity in this dis- 
ease, with no evidence for humoral or 
circulating rheumatoid factor detect- 
ed hy serological tests. 

The results we found by the rheu- 
matoid rosette test are opposite to 
those of Tapanes et al? but agree 
with the data more recently reported 
by Howell et al? Howell et al have 
demonstrated, by a technique of 
quantitative estimation of IgM, IgG, 
and IgA antiglobulin antibodies, that 
high levels of IgG antiglobulin are 
present in the serum of some patients 
with psoriatic arthropathy, and mod- 
erate levels of IgG antiglobulin are 
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present in the serum of patients with 
uncomplicated psoriasis (five out of 
13 cases). Krogh and Tonder! have 
reported an anti-IgG activity 
(rheumatoid factor) present in the 
epidermis of psoriasis by using the 
mixed agglutination technique. 

It thus seems that an anti-IgG ac- 
tivity exists in psoriasis, but cannot 
be detected by the classical serologic 
reactions. The Waaler-Rose reaction, 
which only investigates IgM agglu- 
tinating antibodies, could not be posi- 
tive if IgG factors are produced, as 
described by Howell et al. Moreover, 
these anti-IgG antibodies could be 
drained in the epidermis and bound 
to antigen-antibody complexes, thus 
making their detection in the serum 
impossible. The finding of rheuma- 
toid rosettes in patients who have 
psoriasis confirms this hypothesis 
and shows an anti-IgG activity at the 
cellular level. 

The significance of these data in 
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the pathogenesis of the psoriasis 
remains unclear. The recent biochem- 
ical results reported by Voorhees et 
al! do not conflict with these immuno- 
logical disorders. These data are per- 
haps linked. We hypothesize that the 
decrease in cyclic AMP in the epider- 
mis of patients with psoriasis could 
involve immunological disorders ei- 
ther directly by blocking the f-ad- 
renergic receptors which have an 
immunological adjuvant effect,” or 
indirectly by modifying the skin anti- 
genicity. Another possibility is that 
the decrease is due to a primitive 
immunological mechanism related to 
secondary biochemical deficit. 

Thus, the involvement of humoral 
or cell-mediated immunological dis- 
orders could exist now in psoriasis. 
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Topical Antipsoriatic Agents 


and Epidermal Mitosis in Man 


Louis B. Fisher, PhD, La Jolla, Calif, Howard I. Maibach, MD, San Francisco 


The action of the topical antipsoriatic 
agents is far from clear. The evidence 
available suggests that, in contrast to sys- 
temically administered drugs, these may 
not be primarily mitotic inhibitors. Conse- 
quently, several topical modalities were 
studied for their effect on human epider- 
mal mitotic activity. The corticosteroids 
showed a mitotic inhibition not seen with 
other steroids tested. Tretinoin applied 
under occlusion to normal skin, or without 
occlusion to stripped skin, increased mitot- 
ic activity: 

Crude coal tar cream, liquor carbonis 
detergens, and anthralin in either a cream 
base or a modified zinc oxide (Ingram) 
paste showed no effect on the mitotic activ- 
ity of either normal or stripped skin. The 
addition of sunlight or blacklight did not 
influence these results. It is suggested that 
the therapeutic action of these antipsoriat- 
ic agents may be other than via a direct 
mitotic inhibition. 


peer available psoriasis ther- 
apy controls many lesions but 
room for improvement remains. Many 
antipsoriatic agents have been em- 
pirical developments, although the 
delineation of a 37.5-hour cell cy- 
cle in the psoriatic epidermis allowed 
a rational approach to the develop- 
ment of chemotherapeutic agents.! 
With cell kinetics in mind one ques- 
tions whether all antipsoriatic agents 
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are acting primarily by preventing 
mitosis. Many clearly are; for exam- 
ple, corticosteroids are known antimi- 
totic agents in animal and culture 
systems?” and also in human epider- 
mis. However, tretinoin (retinoic 
acid) is a claimed antipsoriatic agent; 
available reports suggest that it has a 
stimulatory effect on cell division®* at 
least in nonpsoriatic skin. Coal tar 


_and anthralin are effective in treat- 


ing psoriasis and yet one might expect 
that from their chemical composition 
or structure, and from experience 
with similar compounds known to be 
carcinogenic or cocarcinogenic in 
animals, these would stimulate mito- 
sis. For this reason we have investi- 
gated possible mitotic inhibition due 
to such agents with a view to follow- 
ing their influence on epidermal-cell 
kinetics in relation to their antipso- 
riatic effect. 


Materials and Methods 


The method used for the assay of antimi- 
totic drugs is a published technique.‘ In all 
instances, groups of four healthy adult 
male volunteers were studied. Each site 
(treated or control) was duplicated, result- 
ingin eight specimens for each treatment. 
Several different treatments were used 
simultaneously on each subject and the 
grouping of these can be seen in the tables. 
The drugs examined in the present inves- 
tigation were fluorandrenolone acetonide 
tape (4ug/sq cm); a corticoid suspension of 
0.1 ml triamcinolone acetonide (Kenalog) 
in saline (5 mg/ml); crude coal tar in a 
water-washable cream base; liquor car- 
bonis detergens and anthralin in a cream 
or in a modified zinc oxide (Ingram) paste; 


and tretinoin in alcohol. Several noncorti- 
coid sex steroids were also examined. This 
included 5% testosterone, 5% diethylstil- 
bestrol, and 5% progesterone, all in a wa- 
ter washable cream base. The medication 
was applied to the back of the volunteer 
and renewed daily for varying periods of 
time as stated in the subsequent descrip- 
tions. The corticoid suspension was inject- 
ed into the treated sites at day 0, and 
not interfered with until demecolcine 
(Colcemid) was applied six hours prior to 
taking biopsy specimens. On the morning 
of the final day, the medication was re- 
moved and 0.5% demecolcine cream was 
applied under an occlusive patch test plas- 
ter. Six hours later, specimens were re- 
moved with a 3-mm punch biopsy and 
fixed in Davidson’s fixative (30 ml 95% 
ethyl alcohol; 20 ml formaldehyde solution 
[formalin]; 10 ml glacial acetic acid; and 
30 ml distilled water). Biopsy specimens 
were dehydrated, embedded, cut at 74, and 
stained with the Feulgen reaction for 
DNA. Twelve sections, cut from each spec- 
imen, were scanned for mitoses and the 
count expressed as the number of mitoses 
per 1,000 viable cells (the mitotic rate). 
The use of demecolcine blocked the cells at 
metaphase, thus increasing the counts, 
and therefore made this part of the pro- 
cedure both easier and more reliable. This 
technique also allowed the use of the indi- 
vidual as his own control. The results were 
processed statistically using the F test for 
analysis of variance followed by the Stu- 
dentized range test An example of the 
analysis of variance accompanies the re- 
sults of tretinoin when applied to stripped 
skin. 


Experiments and Results 


Topical Corticosteroids.—The 
corticosteroids were used as examples 
of confirmed mitotic inhibitors. Fluor- 
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andrenolone tape was applied to the 
back and renewed daily for four days. 
Biopsy specimens were taken from 
treated and control sites (placebo oc- 
clusive tape [Blenderm]) on the 
fourth day six hours after demecol- 
cine was applied. A mitotic inhibition 
(Table 1) of approximately two orders 
of magnitude resulted. This was so 
extensive that many specimens had 
no visible mitoses. 

Intradermal Corticosteroids. — 
One of the interesting points of corti- 
costeroid therapy is that long term 
clinical effects are seen when these 
are injected in sparingly soluble form. 
To test whether the effect on mitotic 
activity paralleled that of clinical 
appearance, a triamcinolone aceton- 
ide suspension was used. Control 
biopsy specimens were taken prior to 
the treatment; this was followed by 
injection of 0.5 mg triamcinolone ace- 
tonide (0.1% in saline) into each of 
several sites. Biopsy specimens were 
then taken subsequent to demecol- 
cine application, and at varying in- 
tervals up to 42 days after the injec- 
tion. Table 1 shows that inhibition 
continues up to 22.days; by 35 days 
mitotic activity is approaching nor- 
mal levels. 

Other Steroids.— As a test of the 
specificity of corticosteroids to mitotic 
inhibition, three other steroids were 
also assayed. For four days, 5% testos- 
terone, 5% diethylstilbestrol, and 5% 
progesterone were applied topically 
using the system outlined previously. 
The results shown in Table 1 indicate 
no influence on cell division. 

Tretinoin.—Tretinoin, 0.1%, was 
applied to the back and daily reap- 
plied for four days. Biopsy specimens 
were taken on the fourth day, after 
demecolcine application, at the same 
time samples were taken from sites 
treated with either ethyl alcohol or 
nothing. As can be seen from Table 2, 
no effect was observed. In an attempt 
to improve penetration, 0.1% treti- 
noin was applied under occlusion. 
Biopsy specimens were taken (sub- 
sequent to demecolcine application) 
after treatment of the experimental 
site for six, 48, or 96 hours. The re- 
sults in Table 2 show a slight in- 
crease in mitotic activity at 48 hours 
and a profound increase at 96 hours 
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Table 1.—Corticoids and Other Steroids* 


Mitotic Rate + SE 





Duration af 
Treatment Control (Untreated) 


0.71+0.16 


Treated 











1.41 +0.21 
0.07 + 0.02 


Occlusive tape 
Fluorandrenolone tapet 
(4uglsq cm) 


4 days 
4 days 




















0.52 + 0.07 
6 hr 0.06 + 0.02 
8 days 0.13 + 0.06 
14 days 0.05 + 0.02 
22 days 0.08 + 0.03 
35 days 0.31+0.10 
42 days 0.84 + 0.20 

















Triamcinolone acetonide 
(0.5 mg/0.1 ml) 























0.58 + 0.20 





Testosterone (5%) 
Diethylstilbestrol (5%) 
Progesterone (5%) 


0.60 + 0.19 
0.68 = 0.14 
0.40 + 0.18 
*Each result shown for the mitotic rate is the mean value obtained from eight specimens. 
Tiriamcinolone was injected intradermally. Tapes, testosterone, diethylstilbestrol, and proges- 
terone all applied topically. 


¿Treatment with fluorandrenolone tape gives a mitotic rate significantly lower than the unmedi- 
cated placebo occlusive tape treatment at P < .001. 


Table 2.— Tretinoin, 0.1%, Applied to Normal Skin* 


‘Mitotic Rate + SET 


4 days 
4 days 
4 days 














Duration of 
Treatment 


No occlusion 
4 days 
Occluded 


Alcohol 
Control 


Controi 


(Untreated) Tretinoin 














0.40 + 0.12 0.57 + 0.20 




















0.39 + 0.09 
6 hr 0.44 + 0.05 
0.20 + 0.07 0.64 + 0.18 
0.41 + 0.23 2.97 + 0.55 


*Each result shown for the mitotic rate is the mean value obtained from eight specimens. 

tNote that there was no significant change in mitotic activity when tretinoin was applied without 
occiusion. With occlusion, there was no increase of mitotic activity at six hours but there was a 
marked increase at 48 and 96 hours, P « .005. 


Table 3. — Tretinoin, 0.1%, Applied to Stripped Skin* 


Mitotic Rate + SE 
———— MM 
Alcohol! 
Control 
17.32 + 2.61 


7.71: 1.55 





0.30 + 0.12 

















Duration of 
Treatment 


4 days 


Treated 
30.52 + 3.07 
15.39 + 2.18 

















Analysis of Variance 


Degrees of 
Freedom 











Variance 
Squares Estimate 


2153.6 717.9 
193.2 64.4 


Sum of 
Factors 


Drugs 
Subjects 
Subjects x 
drugs 
(interaction) 
Error 554.5 - 34.7 


*Each result shown for the mitotic rate is the mean value obtained from eight specimens. 

{The probability value for "drugs" in the analysis of variance indicates a significant difference 
between the treated and control values shown in the table. This is further broken down using the 
Studentized range test to give the two separate probability values shown. Although of no concern 
in this particular paper, this breakdown also indicates a significant fall (P < .05) in the control 
values from day 4 to day 5. 











564.0 62.7 
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(P«.005). To determine the effect 
of tretinoin on hyperactive cells, 
the drug was applied for either four 
or five days to skin which had pre- 
viously been stripped to glistening 
with cellophane (Scotch) tape. A 
highly significant increase in mitotic 
activity was seen after four days 
(P«.01) and this effect declined 
somewhat after five days (P= .05) but 
was still noticeable (Table 3). : 

Crude Coal Tar and Anthra- 
lin. — Both crude coal tar and anthra- 
lin have proven to be extremely ef- 
fective antipsoriatic agents, and these 
were tested in a similar manner for 
antimitotic activity. Crude coal tar 
was applied in a cream base at con- 
centrations of 2%, 6%, or 10%, and 
anthralin was applied in the same 
base at 0.25%, 0.75%, or 1.5%. These 
preparations were renewed daily and 
biopsy specimens were taken on the 
fourth day, after demecolcine applica- 
tion. Table 4 shows that coal tar had 
no effect at all while the effect of an- 
thralin was to slightly increase mitot- 
ic activity at all concentrations. 

Since these medications are used 
clinically in conjunction with sun- 
light, the experiment was repeated 
using either 6% crude coal tar or 
0.75% anthralin. However, on day 
3 the test sites were temporarily 
cleansed and exposed to 60 minutes 
of natural sunlight at noon. Table 
5 shows that the use of sunlight with 
coal tar application produces a small 
but significant (P < .005) depression 
of mitotic activity while no effect is 
found in conjunction with anthralin. 
This experiment was repeated using 
blacklight (366 nm) at a distance of 
8 inches, instead of sunlight. The re- 
sults in Table 5 show no inhibition; 
instead, there is some increase in 
mitotic activity with the 1.596 an- 
thralin. Since in this instance the in- 
crease was accompanied by a moder- 
ate lymphocytic infiltrate, it is proba- 
ble that light was enhancing the 
known irritant effect of the drug. 

If irritation was occurring it was 
unlikely that drug penetration was a 
factor influencing the results. How- 
ever, as a check for this, anthralin 
and coal tar were also applied to 
stripped skin for four days. The ex- 
pected increase in mitotic activity 
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Table 4.—Coal Tar and Anthralin* 


Mitetic Rate + SE 


Duration of 
Drug Treatment, days 





Control (Untreated) Treated 


0.63 + 0.19 








2% coal tar 
6% coal tar 
10% coal tar 
0.2596 anthralin 
0.75% anthralin 1.10 + 0.36 
1.596 anthralin 0.84 x: 0.21 

*Both the crude coal tar and the anthralin were made up in a nonionic cream base. Note that a 


small but significant increase in mitotic activity was seen only with anthralin. 
Each result shown for mitotic rate is the mean value obtained from eight specimens. 


0.5] + 0.17 
0.60 + 0.20 
0.62 + 0.14 
0.89 + 0.20 

















Table 5.—Coal Tar and Anthralin Applied to Normal Skin 
With and Without Irradiation* 


Mitotic Rate + SE Mitotic Rate + SE 





Treated Plus 
Irradiation 


Control 
Drug (Untreated) 


0.55 + 0.27 
0.60 + 0.14 
0.96 + 0.35 
1.08 + 0.35 


0.43 + 0.04 
1.33 + 0.14 
0.51 x 0.17 
0.62 + 0.14 
0.89 + 0,20 


Treated Treated 








Sunlight 
6% coal tar 
0.75% anthralin 





0.37 x: 0.12 
0.61 x 0.19 


0.96 + 0.35 
1.08 + 0.35 








Blacklight 

2% coal tar 
10% coal tar 
0.25% anthralin 





0.67 + 0.05 
0.56 + 0.12 
0.89 + 0.07 


0.51 x 0.17 
0.62 + 0.14 
0.89 + 0.20 














1.596 anthralin 


0.84 + 0.21 


0.84 + 0.21 


4.29 x: 0.34 


*irradiated sites were exposed on day 3 of the four-day drug treatment to either 60 minutes of 
sunlight at noon or 60 minutes of blacklight (3,660 Angstroms). 

Note again a small but significant increase with anthralin alone. 

Coal tar in combination with sunlight shows a significant decrease in mitotic activity. 

The very high value for 1.596 anthralin in combination with blacklight was due to one specimen 


which showed clear signs of inflammation. 


Each result shown for mitotic rate is the mean value obtained from eight specimens. 


was seen after stripping and the 
drugs being tested in no way affected 
this (Table 6). 

As a final check on the action of 
these drugs, anthralin in Ingram 
paste, 10% crude coal tar cream, and 
liquor carbonis detergens were ap- 
plied continuously for 21 days as they 
might be for therapy. As Table 7 
Shows, again there was no effect other 
than irritation that was seen as a 
lymphocytic infiltrate and an in- 
crease in mitotic activity. 


Comment 


The statistical technique used in 
our experimental design is important 
and an example is shown accompany- 
ing Table 3. The F value for drug ef- 
fect is clearly significant, and this is 
further analyzed using the Studen- 
tized range test,’ which determines 
precisely where among the data the 


significant differences lie. The low F 
value for "subjects" indicates that 
there is no significant difference be- 
tween the individual volunteers. Fur- 
thermore, the low F value for "inter- 
action" indicates that these people 
are reacting in the same manner to a 
given treatment. It should be noted 
that, to date, these have been consist- 
ent findings in all our experiments 
with prospective antimitotic agents. 
These determinations are clearly 
important in the final evaluation of 
any treatment, and consequently, the 
analysis of variance is routinely pre- 
ferred over the Student t-test which 
would only analyze drug effect. 

The corticoid results were as ex- 
pected, ie, mitotic inhibition. How- 
ever, this does not necessarily clarify 
their mechanism of action in psoria- 
sis, since these drugs influence many 
other biochemical and histologic fea- 
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Table 6.—Coal Tar and Anthralin on Stripped Skin* 


Duration of 
Treatment, days 


Mitotic Rate + SE 





(Stripped Skin) 


Control 
Treated 





18.36 + 5.06 





2% coal tar 


20.53 + 3.34 





17.52 + 3.48 








4 
6% coal tar 4 
0.25% anthralin 4 


20.78 + 3.27 





1.5% anthralin 





19.88 + 2.47 


*Note that no effect is seen of either drug on skin previously stripped to glistening. 
Each result shown for mitotic rate is the mean value obtained from eight specimens. 


Duration of 
Drug Treatment, days 








10% coal tar 21 
cream 


Mitotic Rate + SE 





Control 
(Untreated) 


1.36 + 0.09 


Treated 








1.50 + 0.10 





Liquor carbonis 21 
detergens 
Ingram paste 21 


0.3% anthralin in 21 
Ingram paste 








3.14 + 0.22 








1.93 € 0.12 
4.75 * 0.15 





*Note the high mitotic activity after treatment with anthralin. In all cases specimens showed 


some degree of inflammation. 


Each result shown for the mitotic rate is the mean value obtained from eight specimens. 


tures which could be abnormal in 
psoriasis, eg, collagen synthesis, in- 
flammation, and vascular responses. 
The effect of tretinoin was not star- 
tling also, being similar to the action 
described for animal skin and in cul- 
ture, ie, acceleration of mitosis. The 
difference observed between occluded 
and nonoccluded skin was possibly 
one of penetration. Recently, Logan* 
suggested that the different effects of 
tretinoin on normal and psoriatic 
epidermis may have been due to 
greater penetration through the ab- 
normal stratum corneum. However, 
this is no longer tenable in view of the 
results presented here on stripped 
skin. This leads one to suggest that 
the effect of tretinoin on psoriatic epi- 
dermis may be due to a difference at 
the cellular level Jarrett and 
Spearman’ have discussed the action 
of tretinoin in relation to an antipso- 
riatic effect, and suggested that this 
drug primarily stimulates reforma- 
tion of a granular layer by labilizing 
lysosomes. They suggest that an opti- 
mum therapeutic effect could be ob- 
tained by combining vitamin A with 
a steroid that would keep mitotic ac- 
tivity low, while not influencing the 
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beneficial effects at the granular lay- 
er. This has been tested clinically in 
psoriasis*!! and reported to be suc- 
cessful. 

The surprising results from our 
study were the complete absence of 
effect from anthralin, crude coal tar 
cream, and liquor carbonis detergens 
in any regimen tried. From the high 
degree of therapeutic success shown 
with these drugs, one might have 
expected mitotic inhibition. On the 
other hand, chemicals known to be 
carcinogenic or cocarcinogenic, eg, 
anthracene derivatives and benzpy- 
rene, are present in crude coal tar," 
while anthralin itself has recently 
been shown to be cocarcinogenic," at 
least in rodents. From this, one might 
have expected a mitotic stimulation, 
as has been indicated in this study in 
some instances. However, other re- 
ports in the literature indicate an- 
thralin to have an antimetabolic ef- 
fect.'!» Clearly these drugs deserve 
considerable attention in view of 
their consistent therapeutic value 
and the inconsistent reports of their 
biological actions. 

In order for a psoriatic lesion to be 
resolved, there clearly has to be a sup- 


pression of mitotic activity at some 
point. Our studies with the corti- 
coids using normal and stripped skin 
would suggest that mitotic inhibition 
could be a prime mode of action of 
these drugs. This, however, does not 
seem to be the case for tretinoin, an- 
thralin, and coal tar. One might sug- 
gest either that any mitotic inhibi- 
tion is a secondary effect or that there 
is something special about the pso- 
riatic-dividing cell which makes it 
more susceptible to these drugs. An- 
other possibility is that any mitotic 
inhibition may appear only at specific 
times and that the periods examined 
in our investigation were inappro- 
priate. Whatever the answer, it is 
worth pursuing and it may lead to an 
improvement of our understanding of 
the psoriatic process and its treat- 
ment. 
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Topically Applied Tretinoin 
in the Treatment of 
Trichostasis Spinulosa 


Otto H. Mills, Jr., MA, Albert M. Kligman, PhD, MD, Philadelphia 


Trichostasis spinulosa consists of fasci- 
cles of retained hairs in hyperkeratotic 
sehaceous follicles resulting in dark plugs 
predominantly on the nose. The condition is 
very common particularly among the aged, 
and is ordinarily not recognized by derma- 
tologists. 

Daily topical application of a 0.0596 solu- 
tion of tretinoin will expell the hair plugs 
and eradicate the manifestations of the 
disorder. 


richostasis spinulosa is a curious 
disorder of sebaceous follicles, 
which results from the failure of telo- 
gen hairs to be shed. These are re- 
tained in neat fascicles of 5 to 40 fine 
hairs and are the result of follicular 
hyperkeratosis. The condition is 
mainly an asymptomatic cosmetic 
nuisance. The scholarly review by 
Laduny portrays the confused state of 
knowledge concerning every aspect of 
this miniature disease: its histopath- 
ologic characteristics, prevalence, 
cause, distribution, sex ratio, etc.! 
Seek and ye shall find is an apt way 
to describe its incidence. It is exceed- 
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ingly common on the face of the el- 
derly, most often in a marginal to 
subclinical form. Like acne, it is 
mainly localized to the face, except. 
that the. nose is so prominently in- 
volved. 

At first glance, one merely notes 
prominence of the pores, which ap- 
pear as darkened puncta; on closer 
inspection, one discerns that the ori- 
fice is widened by a 1-to 2- mm mass. 
The orifice has no obvious structure, 
is smooth, and does not protrude 
above the surface. Pressing the skin 
between the fingers does not easily 
expell the follicular contents. Not 
until the material is forcibly deliv- 
ered by a comedo extractor and 
viewed under a low-power microscope 
is there any enlightenment concern- 
ing its composition. One sees at once 
a bundle of hairs enveloped in a horny 
sheath (Fig 1). Patients find that 
scrubbing, pinching, use of abrasives, 
and other maneuvers are generally 
useless. The plugs are deeply embed- 
ded and pain usually causes the pa- 
tient to forbear. Keratolytics and 
peeling agents of the kinds used in 
the treatment of acne accomplish 
nothing. Sarkany and  Gaylarde 
found they could extract the follicular 
contents with depilatory wax after 
which keratolytics seemed to be help- 
ful? The wax had to be used "regular- 
ly" and resulted in great improve- 
ment in three to four months. 
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Fig 1.—Microscopic view of a plug from 
the nose. About 30 hairs are embedded in a 
filmy sheath of keratinized material, resembling 
a stack of wheat. 


The purpose of this report is to 
show that topically applied tretinoin 
is an effective treatment for trichos- 
tasis spinulosa. Four patients with 
conspicuous nasal plugging came to 
our attention with the mistaken no- 
tion, a very common one, that the fol- 
licular lesions were acne blackheads. 
In each instance, microscopy verified 
the typical fascicles of hairs. 


Report of Cases 


CasE 1. — A 21-year-old white man came 
to the acne clinic complaining of dark 
plugs on his nose. They were diffusely 
studded over the nose and isolated ones 
could be found elsewhere, (Fig 2). A few, 
open comedones were present on his fore- 
head, although he never suffered from 
acne, and did not have oily skin. He had 
used an antiacne medication containing 
sulfur for six weeks without benefit. 

Case 2.— A 17-year-old white girl was 
seen for moderate acne vulgaris. Almost 
every follicle over the alae nasae con- 
tained a dark plug. 

Case 3.— A 53-year-old white man had 
had acne since his early 20s and still had 
active lesions on his face and trunk. Close 
inspection showed, in addition, prominent 
darkened follicles involving every nasal 
follicle and some scattered ones on the 
face. 

CasE 4.—A 50-year-old white woman 
had acne vulgaris since adolescence and 
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Fig 2.— Trichostasis spinulosa of the nose in a 
young man. The follicles are conspicuous be- 
cause of the accumulation of a blackish solid 
material; the fascicle of hairs that comprise the 
skeleton of the plug cannot be discerned. 


was still developing inflammatory lesions. 
Many comedones were present on the face, 
perhaps intensified by continued use of 
cosmetics. All of the nasal follicles con- 
tained prominent dark masses. A few iso- 
lated ones were evident over the cheeks. 


Treatment 


Treatment consisted solely of one daily 
application of a 0.05% solution of tretinoin 
(Retin-A). The scheme of treatment was 
the one we routinely employ in the man- 
agement of acne vulgaris. The patients 
were encouraged to apply at bedtime a 
sufficient amount to evoke redness and 
peeling within a few days. They were told 
that burning and stinging would occur but 
that the resultant inflammation would 
accelerate unplugging of the follicles. It 
was explained that the skin would become 
hardened if the agent continued to be ap- 
plied daily after the redness reached a 
peak. In about four to five weeks, tretinoin 
could then be freely applied with little or 
no skin reaction. 

In these four patients, 75% to 90% im- 
provement was obtained in six to eight 
weeks. Follicular plugs were not seen after 
three months of daily use of tretinoin (Fig 
3). Facial plugs took longer to be exfoliat- 
ed. Two patients showed some tendency 
toward reformation of the plugs two 
months after stopping the drug. Biweekly 
applications seemed adequate to keep the 
condition controlled. 








Fig 3.—After three months of daily topical ap- 
plications of tretinoin, the dark follicular plugs 
are no longer present. 


Comment 

Diseases exhibiting hyperkeratosis 
of sebaceous follicles are likely to be 
benefited by tretinoin. The best 
known of these is acne vulgaris and 
its cohort of kindred disorders, viz, 
acne cosmetica,*® pomade acne,’ ste- 
roid acne (O. H. Mills, MD; J. J. Ley- 
den, MD; A. M. Kligman, MD [unpub- 
lished data]), and senile (solar) come- 
dones.? In addition, good results have 
been secured in disorders such as 
nevus comedonicus" and pseudofol- 
liculitis’ of the beard. The ability of 
tretinoin to cause dehiscence of horny 
cells, thus promoting the sloughing of 
hyperkeratotic masses, accounts for 
its therapeutic worth in these condi- 
tions. Tretinoin stimulates epidermal 
turnover and lessens the cohesive- 
ness of keratinized cells; this is per- 
ceived clinically as peeling and histo- 
logically as thinning of the horny 
layer. ë 

Although Laduny considers the le- 
sion of trichostasis spinulosa to be a 
variety of comedo, the resemblance is 
quite superficial. The comedo is a sol- 
id horny impaction that distends the 
follicle. Vellus hairs are, of course, 
retained, but are relatively few in 
number, averaging about six to a 
blackhead, and they become coiled up 
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in the substance of the horn of which 
they comprise a tiny and inconspicu- 
ous part.? In trichostasis, on the other 
hand, hairs are numerous, arranged 
in a neat bundle, and comprise a sub- 
stantial portion of the bulk of the fol- 
licular mass, perhaps averaging 25 in 
a conspicuous plug. The comedo is a 
solid, horny impaction while in tri- 
chostasis and the horny envelope is 
soft and loose, dispersing readily 
when agitated in a detergent solu- 
tion. Moreover, blackheads protrude 
through the orifice. Unlike acne, few 
follicles in the involved area escape. 
The two may coexist, but trichostasis, 
inour experience, is quite rare among 
youngsters with acne. With persever- 
ence, tretinoin can eradicate the hy- 
perkeratotic core of hairs in virtually 
every follicle, whereas not every co- 
medo can be unseated so certainly. 

Trichostasis of the nose and cheek 
is so common among the elderly that 
it may be regarded as a normal 
expression of the aging process. Ap- 
parently with increasing flaccidity of 
the connective tissue, the follicles 
relax and horny debris is not so readi- 
ly sloughed. Although not common in 
the adolescent or young adult, dark, 
thick pores are not likely to be over- 
looked in young people. Trichostasis 
occasionally locates itself on the 
trunk and even the arms, but its pre- 
ferred station, overwhelmingly, is the 
nose where the sebaceous follicles 
normally have larger pores. Oiliness 
does not seem to be a factor. 

In a less exposed region, this trivial 
defect would be and should be be- 
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neath and beyond notice. In a cosmet- 
ically conscious society, however, tri- 
chostasis is an annoying, persistent 
pestilence. Many persons accept "big" 
pores as a natural facial feature and 
do not identify this appearance as an 
abnormality. Also, dermatologists 
usually do not recognize the ordinary 
expressions of trichostasis and tend to 
pass it off as a mere cosmetic baga- 
telle. This comes about because with 
the naked eye and with a 10x hand 
lens the cluster of tiny hairs is usu- 
ally not visible. It should be pointed 
out that sebaceous follicles of the face 
normally contain a single hair. We 
have examined hundreds of facial 
biopsy specimens from persons of ail 
ages. When one finds two or more 
hairs in a follicle of a young person, 
the diagnosis is almost certainly acne 
vulgaris, whereas trichostasis is the 
more likely when the patient is past 
40 years old. 

Individual  trichostasis lesions 
come in all sizes depending on the 
length of time the obstruction became 
effective; the longer this period is, the 
greater the number of hairs that de- 
velop. An individual lesion can be 
quite venerable; the longevity for one 
containing 40 hairs, assuming a min- 
imum hair cycle time of three 
months, is at least ten years. An in- 
fant trichostasis follicle with less 
than five hairs is usually not visible. 
Cosmetic visibility is accordingly 
variable. 

We would say, in conclusion, that 
persons past 40 years old, men and 
women alike, who complain about 


ugly dark pores especially on the 
nose, but also on the cheeks, undoubt- 
edly have trichostasis spinulosa. 
Examination of the poral contents 
under the low-power microscope will 
show a bundle of parallel hairs envel- 
oped in a filmy sheath. l 

Daily treatment with tretinoin for 
two to three months will empty out 
the follicles and eliminate cosmetic 
concern. Thereafter, biweekly appli- 
cations will probably be prophylactic. 


This study was supported in part by a grant 
from the John A. Hartford Foundation, Inc. 


Nonoproprietary Name and 
Trademarks of Drug 


Tretinoin —Aberel, Retin-A. 
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Tretinoin Treatment 
of Steroid Acne 


Otto H. Mills, Jr., MA; James J. Leyden, MD; 
Albert M. Kligman, MD, PhD, Philadelphia 
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High doses of corticosteroids in connec- 
tion with immunosuppressive therapy pre- 
cipitate a distinctive eruption, steroid 
acne. A sudden outcropping of densely 
aggregated, uniform, follicular, reddish 
papules is succeeded in wave-like progres- 
sion by numerous whiteheads (closed 
comedones) that eventually transform into 
blackheads (open comedones). Crowds of 
persistent, mixed comedones characterize 
the mature disease. s 

Topical application of a 0.0596 solution 
af tretinoin, once to twice daily, was found 
to be an effective treatment for obliterating 
the dense aggregates of comedones in 12 
patients with steroid acne. Complete clear- 
ing can he obtained in most instances with- 
in two to three months, despite continued 
therapy with high doses of steroids. 


he extensive use of corticosteroids 

and particularly the trend to- 
ward regimens employing very high 
doses for immunosuppression has 
created another iatrogenic disorder, 
steroid acne. High doses of predni- 
sone (more than 100 mg/day) will 
regularly evoke a highly characteris- 
tic and recognizable eruption. Ordi- 
nary therapeutic doses may take 
several months to create a similar 
clinical picture. With high-dose cor- 
ticosteroids or  adrenocorticotropic 
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hormone (ACTH), the prevalence of 
steroid acne approaches 100% in ado- 
lescents and young to middle-aged 
adults. Prepubertal children are not 
susceptible, perhaps owing to the im- 
maturity of their sebaceous follicles. 

The eruption resembles acne vul- 
garis but is in fact quite distinctive, 
considering its evolution and clinical 
display.' Unlike acne vulgaris, which 
proceeds from comedones to papulo- 
pustules and exhibits diverse lesions 
in different stages of development, 
the lesions of steroid acne occur in a 
synchronized wave and are strikingly 
similar in quality and size. Numer- 
ous dull red, dome-shaped papules 
uniformly distributed over the acne 
areas form the initial wave. These 
papules rarely pustulate. Facial le- 
sions emerge first, the trunk being 
enveloped in a similar wave some- 
what later. The appearance of steroid 
acne is usually sudden and reaches a 
peak in two to three weeks. In subse- 
quent weeks, the inflammatory pap- 
ule regresses and closed comedones 
begin to make their appearance in 
and among the involuting papules. 
These go on at variable rates in dif- 
ferent follicles over the next weeks 
and months to develop into typical 
open comedones. The pattern of regu- 
larity and uniformity of the lesions 
eventually becomes blurred with the 
development of a mixture of open and 
closed comedones of variable size. 
Withdrawal of the steroid at this 
stage is followed by a very slow re- 
gression over a period of several 
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Biographic and Medical Data on 12 Subjects 5 


Acne 
Vulgaris 
History 


Age (yr), Sex 


Induction 
Time After 
Starting 
Steroids 


Primary 
Diagnosis 





None 


40, F 


2 weeks 





None 


1 yr grade 
2 acne 





2 weeks 


Idiopathic 
nephrosis 


Acute stem 
cell leu- 
kemia 





3 weeks 


Chronic 
hepatitis 





4 weeks 


Glomeru- 
lonephritis 
(renal 
transplant) 





4 weeks 


Glomeru- 
lonephritis 
(renal 
transplant) 


Glomeru- 
lonephritis 
{renal 
transplant) 





2 weeks 


Glomeru- 
lonephritis 
{renal 
transplant) 





Grade 2 
acne for 5 
yr starting 
at age 15 


3 weeks 


Glomeru- 
lonephritis 
(renal 
transplant) 





None 


4 weeks 


Glomeru- 
lonephritis 
(renal 
transplant) 








3 weeks 


3 weeks 


Glomeru- 
lonephritis 
(renal 
transplant) 


Glomeru- 
lonephritis 
(renal 
transplant) 


Glomeru- 
lonephritis 
(renal 
transplant) 


Distribution 


Type of 
Lesions 


Medications 


Response 
to 
Tretinoin 





Chest, 
shoulders, 
face 


Closed 
comedones 


Prednisone 


90% clear _ 
at 5 weeks, 
totally 
clear by 
8 weeks 





Face, 
chest, 
shoulders 


Face 


Face, 
back, chest, 
shoulders 


Face, back, 
chest, 
shoulders 


Open & 
closed 
comedones 

Closed 
comedones, 
papules, & 
pustules 


Methotrexate, 
vincristine, 
prednisone 


Clear by 
4 weeks 





Prednisone 


50% 
clear by 
6 weeks, 
status quo 
at 12 weeks 





Open & 
closed 
comedones 


Prednisone, 
azathioprine, 
turosemide, 
hydralazine, 
methyldopa 


90% 
clear by 
6 weeks 





Open & 
closed 
comedones 


Prednisone, 
azathioprine, 
furosemide, 
hydralazine, 
methyldopa 


Completely 
clear by 
8 weeks 





Face & 
neck 


Face, 
shoulder, 
chest, 
back 


Open & 
closed 
comedones, 
papules 


Prednisone, 
azathioprine, 
furosemide, 
hydralazine, 
methyldopa 


Completely 
clear by 
10 weeks 





Open & 
closed 
comedones, 
papules 


Prednisone, 
azathioprine, 
furosemide, 
hydralazine, 
methyldopa 


Completely 
clear by 
10 weeks 





Face, 
shoulder, 
back 


Face, back 
chest, 
shoulders 


Face, chest, 
back, 
shoulders 


Face, chest, 
back, 
shoulders 


Face, chest, 
back 


Open & 
closed 
comedones 


Closed 
comedones 


papules 


Prednisone, 
aziathioprine, 
furosemide, 
hydralazine, 
methyldopa 


50% clear 
by 7 weeks, 
75% clear 
by 12 weeks 





Prednisone, 
azathioprine, 
furosemide, 
hydralazine, 
methyldopa 


Completely 
clear by 
6 weeks 





Open & 
closed 
comedones, 
papules 


Prednisone, 
azathioprine, 
furosemide, 
hydralazine, 
methyldopa 


Completely 
clear by 
7 weeks 





Open & 
closed 
comedones, 
papules 


Open & 
closed 
comedones 


Prednisone, 
azathioprine, 
furosemide, 
hydralazine, 
methyldopa 


Completely 
clear by — 
7 weeks 





Prednisone, 
azathioprine, 
furosemide, 
hydralazine, 
methyldopa 


50% clear 
by 8 weeks, 
100% clear 
by 12 
weeks . 





months. At times, when the initial 
steroid doses are not high, the inflam- 
matory papular phase may be omit- 
ted. In such cases, the eruption begins 
as a crop of closed comedones which 
later progress to open ones. 

Those who must be on large doses 
of steroids for prolonged periods of 
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time are often subjected to severe side 


effects. Also, to develop a highly con- 
spicuous, unremitting eruption is an 
added burden, which can even induce 
a “leper psychology." It is our inten- 


.tion to show that topically applied. 


tretinoin is an extremely effective 
treatment in steroid acne. 


Case Material 


Twelve subjects with florid steroid acne 
applied for treatment by us through the 


free acne clinic at the Hospital of the Uni- 


versity of Pennsylvania. Few had had acne 
vulgaris; most suffered from glomerulo- 
nephritis and were receiving combined 
immunosuppressive therapy to prevent 
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rejection of kidney transplants. Each had 
been ineffectively treated with the custom- 
ary topical “peeling” agents, chiefly sul- 
fur-resorcinol formulations. All had re- 
ceived high initial doses of prednisone, 
generally exceeding 100 mg/day and often 
as high as 150 mg/day for the first month, 
which precipitated an acneform eruption 
within two to four weeks. The pertinent 
biographic and medical data concerning 
these patients are given in the Table. 


Treatment With Tretinoin 


Treatment consisted solely of topi- 
cal application of a 0.05% solution 
of tretinoin (Retin-A). Antibiotics 
known to be beneficial in acne such as 
tetracyclines were excluded for medi- 
cal reasons; as it turned out, these 
would have been superfluous. 

Tretinoin was applied according to 
the principles that we have estab- 
lished for the management of acne 
vulgaris? We began with once daily 
application for about a week in order 
to establish the individual patients' 
cutaneous reactivity to the erythema- 
producing action of the drug. We ex- 
plained to the patients that a moder- 
ate inflammatory response would 


promote faster resolution of the le- 
sions. Aside from burning and sting- 
ing, even very generous amounts of 
tretinoin will evoke little more than 
intense redness, scaling, and modest 
edema, but never blisters or erosions. 
Erythema was a valuable guideline 
for enabling the subject himself to 
determine the amount and frequency 
of applications. The objective was to 
evoke a moderate to strong flush-like 
appearance according to the individ- 
ual's tolerance of discomfort. To ac- 
complish this often required applica- 
tions, twice daily, of a liberal quanti- 
ty of the solution. These were highly 
motivated patients and cooperated 
enthusiastically once they sensed the 
conviction of the doctor. The inflam- 
matory reaction ordinarily reached a 
peak in two to three weeks. Contin- 
ued application at the same rate 
thereafter made the skin virtually 
unreactive to tretinoin within anoth- 
er three to four weeks. Thereafter, 
tretinoin applied once or twice daily 
entailed no further discomfort. 

The results can best be described by 
abdicating the customary position of 
scientific detachment. They amount 


to what has to be classified as a thera- 
peutic triumph. Within two to three 
months, seven of the cases were com- 
pletely cleared; the remainder were 
greatly improved. The least benefit 
was 50% clearing in one individual. 
(Fig 1 and 2) 

A light application once daily was 
sufficient to maintain the suppressive 
effect despite continuance of steroids. 
The ease with which new lesions 
were prevented may partly reflect 
the fact that the dosage of steroid 
was usually lowered. Some patients, 
however, required continued high 
doses of prednisone and despite this 
continued stimulus, their acne re- 
sponded promptly. 


Comment 


Tretinoin, valuable as it is in acne 
vulgaris, is an exceptionally effective 
agent in steroid acne. Complete sup- 
pression of the lesions is often possi- 
ble. This felicitous result is perhaps 
understandable in view of the pecu- 
liarities of steroid acne. Most impor- 
tant is the mildness of the process, 
evident in the complete absence of 
nodulocystic lesions and scarring. 





Fig 1.—Steroid acne with numerous open and closed comedones in 
renal transplant patient receiving 150 mg prednisone daily. 
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Fig 2. — Resolution of practically all lesions after ten weeks of daily ap- 
plication of tretinoin. Steroid dosage was not changed during this time. 
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Though the lesions are very numer- 
ous, they unfold in a wave of follicu- 
lar papules of remarkable uniformity 
-in size and quality. These are in fact 
ruptured comedones in which the 
expected havoc from the dumping of 
toxic follicular products into the der- 
mis is forestalled by the anti-inflam- 
matory action of the steroid and 
possibly also by the additional im- 
munosuppressive therapy that these 
patients received. The result is a sub- 
dued inflammatory reaction consist- 
ing of a perifollicular abscess that is 
sharply limited in size and severity.! 
These subsequently evolve through a 
less synchronized sequence of closed 
to open comedones; the latter, tend to 
be stable end-lesions that persist for 
long periods without becoming in- 
flammatory. Myriads of open and 
closed comedones characterize steroid 
acne in its mature stage. 

There is considerable evidence to 
show that tretinoin is effective in 
preventing the formation of come- 
dones and in unseating those already 


present. The action of the drug that 
best explains this effect is interfer- 
ence with the cohesiveness of horny 
cells. A comedo forms because the 
horny cells produced by the follicular 
epithelium do not desquamate as 
they normally do.? Instead they stick 
tightly together to create an expand- 
ing impaction of horny material in 
the follicular canal. Tretinoin pro- 
motes dehiscence and the keratinized 
cells fall apart. 

Other disorders centering about 
follicular hyperkeratosis in which 
tretinoin has been shown to be benefi- 
cial include pseudofolliculitis* of the 
beard, senile comedones? pomade 
acne acne cosmetica, trichostasis 
spinulosa, nevus comedonicus? and 
Darier disease.!? In all, the key effect 
is sloughing of impacted horn by de- 
hiscence of horny cells. 


This research was supported by the John A. 
Hartford Foundation. 

Tretinoin (Retin-A) was supplied by Johnson 
and Johnson Co. 


Nonproprietary Names and 
Trademarks of Drugs 


Azathioprine —Imuran, Imurel. 
Furosemide — Lasix. 
Methyldopa — Aldomet. 
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TEST YOUR KNOWLEDGE 


Question. — Recent reports have suggested an important association of the syndrome 
of calcinosis cutis, Raynaud phenomenon, sclerodactylia, and telangiectasia (CRST 
syndrome) with one of the following: (a) primary biliary cirrhosis, (b) renal failure, 
(c) calcification of the falx cerebri, (d) cardiomyopathy, or (e) pulmonary fibrosis. (For _ 


answer, see page 390.) 
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Effects of New Laser Systems 


on the Skin 


Leon Goldman, MD, Cincinnati 


With the rapid development of laser 
technology, higher output lasers and new 
lasers continue to be made. Lasers now 
extend from the ultraviolet far into the 
infrared. There is now considerable inter- 
est and controversy about x-ray lasers. The 
skin continues to be an easily available 
and controlled clinical test model for initial 
investigations of the effect of these lasers 
on man. Such studies help also in the de- 
velopment of safety programs for the use 
of lasers and for clinical applications. Brief 
mention will be made of the current appli- 
cations of the laser for diagnosis and treat- 
ment in dermatology. 


Le technology continues to ex- 
pand rapidly. Many important 
applications are developing in indus- 
try, with material processing of me- 
tals, plastics, wood, and ceramics; 
communications; information han- 
dling; computer technology with ex- 
traordinary storage of information 
and rapid retrieval; laser-modulated 
television; and in nondestructive test- 
ing. In the military, the laser is used 
for ranging, communications and re- 
connaissance, and weaponry. 

The initial work in dermatology” 
was based on the use of the ruby 
laser, 694.3 nm, the argon laser, 
488.80 nm and 514.5 nm, and the 
neodymium laser, 106.0 nm. Since 
that time, those laser systems have 
gone into high-power outputs, and 
into nanosecond and picosecond pulse 
range. With these developments, 
there has been some concern about 
ionization of air and ionization of tis- 
sue. Recent experiments with pico- 
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second impacts on the skin have 
shown that those changes do not oc- 
cur.’ The current, serious energy cri- 
sis has emphasized the importance of 
laser-induced thermonuclear fusion 
as a source of “clean” nuclear power. 
The developments in biology provide 
new studies for the so-called non- 
ionizing radiation and have led to the 
new laser biology with laser micro- 
surgery of chromosomes. 

This will make possible, in the 
future, the dream of molecular engi- 
neering. There is a laser microprobe 
for microanalyses of living tissues. 
Laser medicine now includes the im- 
portant fields of laser ophthalmology, 
surgery, and diagnosis. Under the 
continued stimulus, not from laser 
medicine, but from the laser needs in 
industry and the military, many new 
lasers have been developed with high- 
er outputs and new systems. 

The advantages of the skin as a test 
model for the study of the effects of 
the laser on man follow: (1) the acces- 
sibility of living tissue; (2) a safe test 
model for short-and long-term laser 
exposures, unlike the eyes; (3) easy 
applications of effective laser protec- 
tion; (4) facility for control studies; 
and (5) opportunities for clinical ap- 
plications. 

Some disadvantages of the skin as 
a test model vs other tissues of the 
body are the different visible charac- 
teristics, such as pigment; complex 
heterogeneity of the structures; add- 
ed environmental effects, such as the 
sun and detergents; and possible dif- 
ferences in tissue reactivity from 
other organs. 

Irrespective of these minor disad- 
vantages, the skin of man is preferred 
to that of the animal for investiga- 
tions on and development of lasers. 


New Laser Systems 


New laser systems of special inter- 
est to medicine have been the high- 


output carbon dioxide laser: far in- 
frared, 10,600.0 nm; the powerful 
(transversely excited atmospheric 
pressure-carbon dioxide) (TEA CO,) 
laser, 10,600.0 nm**; and the neo- 
dymium - yttrium - aluminum - garnet 
(Nd-YAG), 1,060.0 nm.5 In addition, 
there are other lasers: the helium- 
cadmium laser (in the blue range) for 
diagnosis, not treatment; the low- 
output ultraviolet lasers; and the 
new, fascinating, tunable dye lasers. 
In the latter, the wavelength is 
changed by absorption in selected dye 
cells. This results in the production of 
different wavelengths, including ul- 
traviolet. 

As the electromagnetic spectrum is 
surveyed, there is evidence of addi- 
tional challenges for new laser sys- 
tems. The most recent controversy 
has concerned the possibility of x-ray 
lasers, which were originally report- 
ed by Kepros, Eyring, and Cagle.’ 
The proof of x-ray production (and 
coherency?), interestingly enough, 
relates to past beliefs about the ef- 
fects of x rays on the photographic 
emulsions. This reminds one of the 
early days of measurement of x-ray 
dosage. Experiments by Boster? of 
Lawrence Livermore Laboratory 
have shown, so far, the absence of any 
x rays on emulsions. As yet, then, 
there are no coherent x-ray lasers. 
Investigations for this type of laser 
continue, for an x-ray laser could 
show three-dimensional pictures of 
the molecular structure of matter, 
could show three-dimensional x-ray 
pictures, and finally, could be devel- 
oped for destructive weaponry. 

The new laser systems have the 
coherency, monochromaticity, ex- 
traordinary energy, and power densi- 
ties, which are characteristics of all 
laser systems. 


Development of Safety Programs 


With all these new systems to be 
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Fig 1.—Top left, Technique of skin testing to 
measurement of skin. Bottom left, Color spectra 
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determine minimal erythema reaction. Top right, Color 
profile; A is white skin, B, black skin. Bottom right, Ex- 


posure of forearm after laser impacts; five exposures of each energy or power density are given to each row. 


considered for various applications, 
there is concern, of course, for laser 
safety. The safety programs include 
consideration of short- and long-term 
exposures. The laser safety program 
in order of importance relates to the 
following: eyes; skin; and, respiratory 
system, such as air pollution from the 
material itself or from the products 
secondary to impacts of the laser. 

The initial studies for safety pro- 
grams develop from animal research. 
Various species are used for the eye 
safety programs, especially the rabbit 
and the monkey. Also, various species 
have been used to test for skin expo- 
sure, especially miniature pigs, popu- 
lar subjects for experiments on radia- 
tion; mice; and guinea pigs. 

The radiation effect of the laser is 
essentially a thermocoagulation ne- 
crosis resembling, in my opinion, an 
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electrical burn. The details of 
this laser-induced thermocoagulation 
necrosis have not been studied in as 
great detail as the thermal burn. 
These details that need investigation 
are conductive and connective heat 
loss; heat of vaporization; water va- 
por loss; and oxygen demand. 

Long-term skin exposures have 
been performed infrequently on ani- 
mals. My experiments on chronic skin 
exposure have been performed on a 
volunteer who has been active for 
years in laser technology. Long-term 
skin exposures have included mea- 
sured dosages of laser radiation al- 
most daily over prolonged periods of 
time. These experiments, with proper 
controls, have been performed on the 
following: 

1. Normal skin, the flexor surface 
of the forearm. ! 


2. Skin with an India-ink tattoo.! 

3. Previous sites of laser impacts 
and scarring. 

4. Chronically exposed actinic ker- 
atosis on the dorsum of the hands.’ 

5. Chronically exposed area of a 
controlled, tissue-growth test model; 
the seborrheic warty growth, and the 
basosquamous acanthoma.! 

These experiments have shown 
that the technique of long-term expo- 
sure, although at times tedious and 
inconvenient, has been a safe and 
easily controlled procedure. Experi- 
ments to date have been limited to a 
single volunteer, often a single wave- 
length, a selected energy density, and 
a selected site. Under these restric- 
tions, there has been no evidence of 
carcinogenic potential by the laser. 

Unfortunately, long-term expo- 
sures in laser ophthalmology have 
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been limited to observation of the 
fundi in patients treated with lasers 
and a few controlled experiments on 
animals. 

The study of hazards to the respir- 
atory system has been done, usually 
on animals in controlled inhalation 
toxicologic studies. 


Basic Studies in the Skin 


The skin has been shown to be an 
easily available and controlled test 
model for studies of local reactions of 
laser impacts on tissues of man. 
These changes include: thermal reac- 


tion, elastic recoil and pressure 
waves, and changes in electrical 
fields. 


It is true that basic mechanisms at 
the cellular level can be determined 
in tissue culture experiments within 
the limits of the low-energy and low- 
power densities used. At these levels, 
it is possible also to find the required 
wavelength relationship to the spe- 
cific tissue, such as the absorption 
capacity of the pigmented masses in 
tissue cultures of retinal cells or mel- 
anoma. However, studies in the skin 
provide information about permissi- 
ble exposure doses. At the present 
time, this is a controversial subject 
because of the different demands on 
and prejudices of the observer and 
because of the lack of information, 
especially on long-term exposure. The 
prejudices of the observer refer to the 
interest of industry for economical 
low-power laser systems, which 
would be valuable to the modern 
military-industrial complex. 

Again, the proper study of man is 
man, not extrapolation from studies 
of other species. In regard to exposure 
to lasers, the optical characteristics of 
the skin target area in man are differ- 
ent from those in animals. Perhaps, 
the reaction mechanisms also are 
different. Finally, the safety of skin 
testing with laser systems has been 
shown repeatedly for more than ten 
years. 

The development of the safety pro- 
gram for a new laser system is the 
first priority for human studies, 
whereas the study of the laser itself, 
its output, its techniques of transmis- 
sion, and the development of a testing 
program are first priorities for animal 
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eyes. With the comparative eye data 
available and with the knowledge of 
the laser itself and its transmission 
systems, a presumptive exposure ta- 
ble for the skin can be made. 

The initial experiments are done 
usually on the flexor surface of the 
human arm. In my experience, it is 
an excellent area for controlled 
studies of the effects of lasers and 
other forms of radiation. Another 
controlled technique for exposure is 
the performance of laser impacts on 
the lower area of the back below the 
belt line. Biopsy specimens are taken 
of this area at repeated intervals to 
detect chronic changes from a single, 
relatively large impact. It is more 
inconvenient to do daily impacts for 
chronic exposure in this area. 

The proper technique of skin test- 
ing for laser exposure on the arm has 
been developed at the Laser Labora- 
tory for the Armed Services. The test- 
ing is done on the flexor surface of 
the arm. Each measured output is 
impacted five times (Fig 1, top left). 
Five exposures of the same energy or 
power density are given usually in a 
series of five rows. Since the skin 
color is so important, a skin colorime- 
ter, a reflectance colorimeter spectro- 
photometer (Fig 1, top right) was 
used under the direction of R. J. Rock- 
well, Jr.,? directing physicist of the 
Laser Laboratory. This apparatus 








p : ^ 3 
Fig 2.—High-output Nd-YAG laser used to 
treat squamous carcinoma of toe; high-output 
laser beam is transmitted through fiber wave 
guide of Nath. 
gives reflectance data as a function of 
wavelengths in the range of 400 to 
700 nm. The relative absorption of a 
particular wavelength, according to 
Rockwell, can be deduced by subtract- 
ing the reflectance at that wave- 
length from 100% (Fig 1, bottom left). 
Following skin exposure to various 
lasers, the areas were examined for 
erythema, papules, or vesicles (Fig 1, 
bottom right). The follow-up exami- 
nations were done at one hour, 24 
hours, and at 48 to 72 hours, until the 
reaction faded. Minimal exposures to 
produce erythema vary according to 
the color of the skin. For example, in 
studies of the argon laser, a minimal 
reaction dose (MRD.,,) varies from 4.0 
to 8.2 joule sq cm for an exposure of 
1.0 second over an area of 0.865 cm?. 
Data for other systems is under study 
now. 


Fig 3.—High-output single mode CO, laser. 
Left, Flexible operating arm attached to laser at 
top. Right, One tip for operating arm; rest on 
skin with beam passing between two points. 
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Biopsy specimens can be taken at 
intervals to study the short- and long- 
term effects of laser radiation. The 
biopsy techniques have included topo- 
graphical and replica microscopy, in- 
cluding scanning electron microsco- 
py; histopathologic and histochemical 
studies; transmission electron mi- 
croscopy; and continued observation 
of the target area over a prolonged 
period of time. 


Lasers Used in Dermatology 


The basic differences in lasers, type 
of impact, and essential microscopic 
features follow: 

Ruby 

Normal mode, pulsed; thermocoag- 
ulation necrosis with color absorption. 

Nanosecond, pulsed; greater tissue 


destruction with still color absorption. . 


Picosecond, pulsed; nonspecific ther- 
mocoagulation necrosis, severe, and 
still color absorption. 

Nd-YAG, continuous wave (CW); 
color absorption, after color absorp- 
tion, and thermocoagulation ne- 
crosis. 

CO,, CW; severe thermocoagulation 
necrosis with no color absorption. 


All the laser systems are character- 
ized by their ability to develop hemo- 
stasis. However, hemostasis usually 
does not occur in blood vessels over 2 
mm and in vessels able to be com- 
pressed by adjacent tissue. For exam- 
ple, vessels lying free in the omentum 
will not respond to laser-induced 
thrombogenesis as readily as vessels 
fixed in the skin and the liver. 

The inflammatory reactions vary 
with the laser, its absorption rate, its 
beam size, its output, its duration, 
and the characteristics of the target 
area. These same principles apply to 
the new laser systems. For the skin, 
these characteristics include the het- 
erogeneity of the skin structures, 
which help reflection, conduction, and 
transmission for the various layers of 
the skin; the pigment masses; vascu- 
lar system; and connective tissue. 

Clinically, the reaction may in- 
clude erythema, papules, vesicles, 
bullae, deep .charring, crusting, 
sloughs, scarring, pigmentation, and 
depigmentation. Microscopically, the 
reaction varies from "minimal peri- 
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vascular lymphocytic infiltrate and 
edema to severe coagulation necrosis 
and thrombosis of the involved ves- 
sels. The skin appendages may be re- 
sistant, especially after low-output 
exposures. The increased severity of 
the reaction in pigment masses after 
laser impact is a characteristic not 
found with other physical modalities 
used in dermatology. 

Chronic changes in the skin in- 
volved nonspecific dermal fibrosis, 
some lymphocytic infiltrate, and 
some plasma cells. In brief, these 
changes are different from the chron- 
ic changes following gamma radia- 
tion, which are endarteritis, telan- 
giectasia, and abnormal fibroblasts. 
These changes, similar to those found 
after x-ray exposure, have not been 
found in the skin, including the 
relatively few experiments with 
picosecond’ and TEA CO, laser* im- 
pacts. Electron microscopy studies 
are being performed by A. Zelickson, 
MD, to primarily study nuclear 
changes from laser irradiation. There 
is some concern that chronic expo- 
sures to low-energy laser impacts 
may develop changes that cannot be 
caused by simple transformation of 


. light energy into heat energy. It is 


not certain what this mechanism is. 
The skin offers a test-model system 
for such investigations. 

Although there have been experi- 
ments on tissue temperature required 
for laser vaporization of tissue, 100 C 
for the CO, laser, few local metabolic 
Studies have been performed on the 
laser impact area to parallel similar 
studies of thermal burns. 


Laser Applications in 
. Dermatology 


Investigative studies in the skin 
have also shown that it is possible to 
consider applications of laser systems 
as optical knives, for selective ther- 
mocoagulation necrosis of pigmented 
tissues, and for diagnostic purposes. 


Laser Diagnosis 


Photons can penetrate tissues deep- 
ly and reveal areas of different densi- 
ties. Transillumination of skin and 
soft tissue has been used in dermatol- 
ogy for the recognition of areas of dif- 
ferent densities, such as foreign 


bodies, pigment masses, natural and 
artificial differences in tissue growth, 
varying tissue densities in infiltrat- 
ing malignant tumors of the skin, 
scleroderma, the intensity of fibrosis, 
in stasis syndrome, and vascular pat- 
terns. This transillumination tech- 
nique with soft-tissue x-ray methods 
of mammography and xerography is 
important in the current program for 
early detection of breast cancer. At 
present, it has been found that there 
is deeper penetration with the use of 
infrared laser beams. Image conver- 
tors can convert infrared wave- 
lengths into visible images to help 
identify structures of different densi- 
ties in the target areas. As yet, it has 
not been possible to secure inexpen- 
sive, suitable film material to record 
these images. These laser techniques 
are still in the early stages of develop- 
ment and do not offer, as yet, the de- 
tailedness of the more hazardous x- 
ray soft-tissue techniques of mam- 
mography and xerography. 

The fascinating new experiments 
on acoustical holography, which is a 
combination of ultrasonics and three- 
dimensional laser holography, have 
made it possible to perform three- 
dimensional examinations of the 
movements of the soft tissue and bony 
Structures of the hands, forearms, 
and elbows. Acoustical holography is 
being investigated for the early diag- 
nosis of breast cancer. This technique 
also will be used to study the presence 
and activity of varying densities in 


. the skin and subcutaneous tissues. 


Other laser diagnostic applications 
include microprobe analyses for cat- 
ions in the skin and the soft tissue. 
These experiments, performed ini- 
tially in dermatology for the detec- 
tion of calcium in the skin, now in- 
clude testing for gold, arsenic, and 
lead in the skin and hairs of children 
with lead poisoning. Such analyses 
can be done not only in tissue sec- 
tions, but also on living skin. 

There is also laser-information 
handling in dermatology. These in- 
clude laser-modulated television di- 
agnosis with pilot studies available, 
laser-modulated telephone picture 
instrumentation transmission, and 
laser massive computer storage with 
rapid retrieval. These techniques of 
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great interest for the future are 
scarcely practical now for dermatolo- 
gy. (A. Kopf, oral communication, 
December 1972). 


Laser Treatment 


Those investigating dermatologic 
laser surgical techniques have been 
concerned primarily with the local 
destruction of pigmented areas, pre- 
viously untreatable or difficult-to- 
treat disorders, and attempts to de- 
velop a laser scalpel for use in skin 
surgery. The new laser systems with 
their high output, color absorption, 
and flexibility have enhanced treat- 
ment of those dermatological disor- 
ders that are treated by lasers. 

The clinical findings are summa- 
rized briefly, for detailed reports of 
specific applications will be prepared 
later. Primary melanomas should not 
be treated by lasers, unless conven- 
tional measures cannot be used. Ac- 
cessible, relatively small metastatic 
melanomas can be treated with the 
laser vigorously and in their early 
stages in an attempt to determine 
whether the usual serious prognosis 
of skin metastases can be changed. So 
far, in our experience, this has not 
been possible although there has 
been delay in the progress of the me- 
tastases. Immunotherapy has been 
used in the treatment of melanomas. 
For years, the laser has been used in 
immunologic studies of melanoma 
tissue: culture. These studies have 
included laser impacts in tissue cul- 
ture and the use of laser-irradiated 
tissue cultures for injections in the 
patient. There was no effect. >? In one 
patient with skin metastases, the 
laser was combined with BCG vacci- 
nation. In this patient, there was no 
effect on the rapid development of 
undetected cerebral metastases. One 
patient had cross transplants of mela- 
noma after laser irradiation, also 
without effect. Other immunothera- 
pies included the homologous trans- 
plants of laser-irradiated melanoma 
tumors with controls of x-ray irra- 
diated and high-frequency electroco- 
agulated tumors. The results were 
not effective in three patients. Studies 
of both humoral and cell-mediated 
immunity will be continued. 

The patient with multiple basal 
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cell tumors offers opportunity for con- 
trolled treatment studies. Treatment 
with the new laser surgical systems 
has been more effective than pre- 
viously reported treatment with the 
older systems.? The pigmented basal 
cell responds well to laser irradiation. 
The nonpigmented basal cell laser 
absorption may be helped with the 
injection of vital dyes, tattoo pig- 
ments, and ferrous fluids. 

New investigative studies to in- 
crease the absorption capacity of the 
laser beam in superficial skin have 


included the use of ferrous fluids. . 


These are colloidal suspensions of 
magnetic iron particles in aqueous 
and fluorocarbon vehicles. In man, 
these have been studied because of 
their many properties, such as the 
black color that causes an increase in 
the absorption power of lasers; the 
magnetic properties that enable these 
particles to be moved by high mag- 
netic fields to selected sites; and the 
effect of microwave induction with 
the development of local tissue hy- 
perthermia, which is effective for the 
local treatment of cancer. 

With controls of x ray and ultra- 
violet, laser irradiation was given 
through incisions in the skin only 
to the dermis in two patients with 
multiple basal cell epitheliomas. An 
attempt was made to study the devel- 
opment of new tumors in situ. Obser- 
vation of the tattooed sites over a pe- 
riod of two years has shown no local 
development of new lesions in the 
dermal irradiated sites. 


The current status of the other 


laser treatment areas is presented. 
These areas are the small linear port- 
wine mark; the tattoo mark, in- 
cluding debris tattoo; miscellaneous 
cancers, especially the small angio- 
sarcomas and the Kaposi hemor- 
rhagic sarcomas; seborrheic warty 
growth; café au lait spot; the local 
irradiation of the comedonal cyst 
area; and laser epilation. 

The port-wine reactions are of in- 
terest with the development of small, 
five-eighths inch in diameter, round, 
smooth, white, soft scarring tissue. 
Occasionally, the localized hyper- 
trophic scars develop with flattening 
at a very slow rate. The reason for 
this is not known, although such oc- 


currences as “hot spots” in the beam 
areas of increased energy densities 
are suspected. However, excellent 
results were obtained using the same 
intensity of laser radiation with the 
same factors and instrumentation on 
other areas of the same patient and ` 
on other patients. This may be the 
result of the absorption coefficient 
deep in tissue, heat transference, and 
the reactivity of the individual. The 
best results to date are in the laser 
treatment of the small linear port- 
wine mark. This restriction is due to 
the limitation of adequate instrumen- 
tation for the treatment of large are- 
as. Occasionally, even a large port- 
wine mark may respond after repeat- 
ed treatments. The efforts to prevent 
overlapping of circular areas through 
the use of rectangular template 
blocks were not completely effective. 
The ruby laser has been used to pro- 
duce the white areas, and the argon 
laser has been used to produce the 
intervening reddened lines. 

The best results with tattoos have 
been the small linear type, especially 
the gang tattoos. Such laser treat- 
ment has been of value in the rehabil- 
itation program of juvenile delin- 
quents. The pigmented basal cell, 
small lesions of Kaposi hemorrhagic 
sarcoma, and small angiosarcoma 
have been effectively treated with the 
laser. 

The seborrheic wart offers a test 
model for controlled tissue growth 
with color for laser absorption. The 
laser studies provide data on the ef- 
fects of repeated irritation to the 
growth and the development of this 
lesion, which is infrequently studied 
by dermatologists today. This mecha- 
nism of recurrence through the differ- 
entiated epidermal growth potential 
of the appendages after laser treat- 
ment can be studied for this lesion, as 
well as the café au lait spot. 

Through the Radio Corporation of 
America, initial studies have been 
done with low-output ultraviolet 
lasers for acne in one patient. Special 
fibers for transmission of the laser 
beam now allow for ray-transmission 
into the comedonal cyst. Laser epila- 


_ tion studies continue as new fibers for 


transmission are developed. 
The new Nd-YAG lasers? have been 
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used for the treatment of skin lesions; 
the CO, lasers have been used for the 
treatment of skin tumors, such as 
angiosarcoma, where bleeding is in- 
volved. One patient was treated 
with an excision biopsy. The micro- 
scopic details were unaffected by the 
thin margin of coagulation necrosis 
from the CO, laser (Fig 2), whereas a 
control biopsy, with the high-fre- 
quency electrosurgical unit, produced 
total coagulation necrosis of the en- 
tire section. There has been no local 
recurrence for two years. The CO, 
laser treatment studies of burns, even 
in infants, at the Shriner Burns Insti- 
tute of the Medical Center of the Uni- 
versity of Cincinnati have shown the 
practical use of the treatment for 
immediate burn excisions. Because 
lasers permit bloodless surgery, 
immediate graft replacements can be 
performed, even in the chest of an 
infant. With the new CO, laser de- 
veloped in Israel (Fig 3), a laser 
dermatome may be possible for skin 
grafting. - 

Even with the development of high- 
output systems and new lasers, con- 
trols are needed for any laser surgical 
applications. Controls have included 
scalpel surgery, high-frequency elec- 
trosurgery, and cryosurgery. How- 


ever, the plasma scalpel should not be 
used in man until safer models are 
developed, for gas embolization has 
been produced by Hishimoto and me 
in animal experiments.!9!! F, P. In- 
cropera, PhD, is presently developing 
a plasma scalpel that will not produce 
such severe visceral reactions. When 
controls are used, efforts should be 
made to attempt to produce the same 
intensity of tissue reaction. 


Conclusion 


The dermatologist should become 
interested in laser technology. Even 
in these days of the antiscience move- 
ments and the few funds for basic 
research, laser dermatology is an im- 
portant area in the laser safety pro- 
gram and cannot be neglected if laser 
technology is to continue to progress 
in industry and in the military. 

Laser dermatology is also impor- 
tant in its present and future clinical 
applications. A number of these ap- 
plications have been presented briefly 
with a vast amount of inadequate 
data. This review is to challenge the 
youth in dermatology, especially 
those in medical centers—even in 
poverty-stricken medical centers, in 
this country, to be interested in and 


to strive to develop these applications 
for the treatment of those patients 
who need laser treatments. This is 
especially true in the current status 
of cancer research, since the politi- 
cians have decided that funding now 
can find the cause and the cure for 
cancer. 
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TEST YOUR KNOWLEDGE 


Answer. —a; Of 41 cases of primary biliary cirrhosis, at least six were found to have 
findings typical, or highly suggestive, of the CRST syndrome. 
Reynolds TB, et al: Primary biliary cirrhosis with scleroderma, Raynaud's phe- 
nomenon and telangiectasia: New syndrome. Am J Med 50:302-312, 1971. (For ques- 


tion, see page 384.) 
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Vogt-Koyanagi-Harada 
Syndrome and Psoriasis 


Susan M. Howsden, MD; James H. Herndon, Jr., MD; 


Robert G. Freeman, MD, Dallas 


A patient with Vogt-Koyanagi-Harada 
syndrome had psoriatic plaques that were 
congruent with the vitiliginous lesions. 
Other manifestations of the Vogt-Koyanagi- 
Harada syndrome in this patient were bilat- 
eral uveitis, poliosis, alopecia, and cani- 
ties. Dysacousia was absent. 


he Vogt-Koyanagi-Harada syn- 

drome, consisting of nontrau- 
matic uveitis, poliosis, canities, vitili- 
go, alopecia, and dysacousia, is an 
uncommon disorder that was last 
reported in the American dermato- 
logic literature in 1963.! Although 
the association of psoriasis and vitili- 
go has been well documented; it 
remains an unusual occurrence, and 
to our knowledge, the association of 
psoriasis with the vitiligo in Vogt- 
Koyanagi-Harada syndrome has nev- 
er been reported. We report this com- 
bination here. 


Report of a Case 


A 39-year-old black housewife was first 
seen in the Parkland Dermatology Clinic 
in 1965 with an eight-month history of 
plaque-like psoriasis of the extremities. 
Her psoriasis was treated with topical 
medication. After one to two years it re- 
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mitted, initially leaving hyperpigmenta- 
tion and finally normal skin. 

Six years after the onset of her skin dis- 
ease, the patient noted mild alopecia. Pso- 
riatic lesions recurred, beginning on the 
extremities and then spreading to involve 
the trunk and face. These lesions differed 
from the earlier plaques, not only by their 
wider distribution, but also by their reso- 
lution leaving depigmented areas. 

In January 1972, the patient was sud- 
denly overcome with malaise, lethargy, 
and a severe, throbbing frontal and retro- 
orbital headache. She experienced no fe- 
ver, nausea, vomiting, vertigo, tinnitus, or 
decrease in hearing. She felt no orbital 
pain, but noted photophobia and a rapid 
decrease in visual acuity. She also report- 
ed numbness and tingling of her hands 
and feet. 

In February, the patient had a terrify- 
ing "vision" portraying her mother's 
death, shortly after which she was told 
that her eyebrows, eyelashes, and hair 
were turning gray. Several weeks later, 
upon learning that her mother actually 
had died, the patient became totally blind. 
Within 24 hours, she had some return of 
vision limited to perception of light and 
gross movements. She was admitted to the 
Ophthalmology Service at  Parkland 
Memorial Hospital in May 1972. 

A complete physical examination re- 
vealed abnormalities limited to cutaneous 
structures and the eyes. The patient had 
multicolored lesions of irregular size and 
shape covering the entire cutaneous sur- 
face, which gave the skin a bizarrely spot- 
ted appearance. These lesions varied in 
hue from dark-chocolate brown to tan to 
creamy white. Superimposed on many of 
these hypopigmented areas were scaly, 
erythematous plaques whose borders over- 
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Fig 1.—Back of patient 
demonstrates her extensive 
involvement and variation in 
size and color of lesions. 





Fig 4.—Scleral injection and poliosis. 








Fig 2.—Lesions of vitiligo with overlapping or 
congruent psoriasis. 





Fig 5.—Original biopsy specimen of area of 
vitiligo and psoriasis showing lack of melanin 
pigment and changes typical of psoriasis 
(hematoxylin-eosin, original magnification 
x 100). 


Fig 6.—Lesion of vitiligo and psoriasis incubated (direct tech- 
nique) with fluorescein-labeled goat anti-human IgG. Specific yel- 
low-green fluorescence is seen in intercellular spaces in epidermis 
and in papillary dermis (x 400). 


lapped slightly, but were often congruent 
with the underlying depigmented lesion 
(Fig 2). Moderate patchy and generalized 
thinning of scalp hair was present with 
scattered areas of white hair. Most brow 
and lash hairs were white (Fig 3). Moder- 
ate pitting of the nails was present with 
onycholysis. 

The patient was obviously photophobic 
and had marked injection of the scleras 
and conjunctivas (Fig 4). The visual acuity 
was restricted to counting fingers at 6 
inches in the right eye and at 8 inches in 
the left eye. The eyes moved normally, and 
tonometry revealed normal orbital pres- 
sures. Mild corneal edema, and posterior 
corneal punctate pigmented precipitates 
were present bilaterally. The anterior 
chambers, which appeared to be of normal 
depth, contained cloudy aqueous humor 
and a moderate number of inflammatory 
cells. There were bilateral posterior syn- 
echiae with small (1.5 mm) irregular pu- 
pils and cataracts. The posterior chambers 
could not be visualized. Neurologic exami- 
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nation revealed absent deep tendon reflex- 
es inthe lower extremities. 

Laboratory determinations of the fol- 
lowing data were normal: white blood cell 
and differential counts; hemoglobin; 
hematocrit; and red blood cell indexes; 
urinalysis; blood glucose and urea nitro- 
gen; and serum creatinine, sodium, potas- 
sium, chloride, bicarbonate, calcium, pro- 
tein, uric acid, bilirubin, glutamic oxaloa- 
cetic and glutamic pyruvic transaminases, 
and alkaline phosphatase. The erythro- 
cyte sedimentation rate was 34 mm/hr. A 
fluorescent treponemal antibody test was 
positive, but the VDRL test for syphilis 
was negative. The electrocardiogram, elec- 
troencephalogram, and chest and skull x- 
ray films were all within normal limits. 

A lumbar puncture revealed a normal 
opening pressure. The cerebrospinal fluid 
protein level was 36mg/100 ml, and the 
glucose value was 59mg/100 ml. (There 
was no corresponding blood glucose value.) 
There were no cells and the results of the 
serologic study were normal. An audio- 





Fig 3.—Symmetrical vitiligo 


with nearly complete poliosis 
of brows and lashes. 





gram documented the patient’s normal 
hearing. Tests of the patient’s serum for 
anti-smooth muscle and anti-mitochon- 
drial antibodies were negative. 


Materials and Methods 


Biopsies. — After the patient was anes- 
thetized locally with 1% lidocaine 
(Xylocaine), cutaneous specimens were 
taken by punch biopsy from three different 
areas: an area of normal skin, an area of 
vitiligo, and an area of vitiligo with super- 
imposed psoriasis. Each of these biopsy 
specimens was bisected. One half of each 
specimen was frozen directly on a cryostat 
chuck at —20 C and sectioned within one 
week. The other half was immediately 
fixed in 10% formaldehyde solution and 
later embedded in paraffin, sectioned, and 
stained with hematoxylin-eosin. 

Conjugates.—Commercially prepared 
lyophilized fluorescein-labeled reagents 
were obtained and reconstituted as direct- 
ed: goat antiserum to human IgG (anti- 
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IgG), to human IgM (p-chain specific) 
(anti-IgM), and to human complement C, 
(8,C/B,A-globulin) (anti-C,). These re- 
agents were not purified or characterized 
further. Staining was carried out after 
diluting the reagents to a 1:10 volume-to- 
volume ratio with phosphate-buffered sa- 
line (PBS) at pH 7.3. 

Staining.— Direct Technique.— Frozen 
sections 4 thick were placed on glass 
slides, covered with one of the prepared 
conjugates and incubated for 30 minutes 
at room temperature. The slides were 
then tipped to allow the conjugate to run 
off and washed by placing them in three 
successive ten-minute baths of PBS at 
pH 7.3. 

Indirect Technique. — Frozen sections of 
normal human skin were covered with the 
patient's serum (diluted to a 1:10 volume- 
to-volume ratio in PBS) for 30 minutes, 
washed with three changes of PBS as de- 
scribed in the previous section, covered 
with specific conjugates for 30 minutes, 
and again washed three times. After par- 
tial drying, all slides were covered with 
one drop of buffered glycine (diluted to a 
9:1 volume-to-volume ratio with PBS) and 
a glass cover slip and examined with an ul- 
traviolet microscope using a UG1 excitor 
filter, ultraviolet absorbing barrier filter, 
mercury arc source, and dark-field illumi- 
nation. 

Controls.—Frozen sections of normal 
human skin were stained with the same 
reagents using the direct technique out- 
lined before. No blocking studies were 
done. 


Results 


Hematoxylin-Eosin Staining.— 
The biopsy specimen from normal 
skin showed no pathologic findings. 
The sections from the vitiliginous 
area appeared normal except for a 
lack of melanin. The biopsy from the 
area of vitiligo and psoriasis showed 
hyperkeratosis, parakeratosis, and 
small desiccated microabscesses in 
the horny layer. Acanthosis with 
elongation of rete ridges was seen in 
the malpighian layer, and a few leu- 
kocytes were scattered in the dermis. 
Pigment was absent (Fig 5). 

Immunofluorescence. — The indi- 
rect technique, using the patient's 
serum, was negative on all three 
biopsy specimens, ie, the sections 
showed the normal blue-green auto- 
fluorescence of the dermal connective 
tissue, but no localized, specific yel- 
low-green fluorescence. The direct 
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technique on the biopsy specimen of 
normal skin was also negative. 

Sections from the vitiliginous area, 
stained with the direct technique 
with anti-IgG, showed a faint but 
well-defined yellow-green fluores- 
cence that appeared to be localized to 
the epidermal intercellular spaces. 
Stains with anti-IgM and anti-C, 
were negative. 

Sections from the area of vitiligo 
and psoriasis stained with anti-IgG 
showed the intercellular fluorescence 
described previously and, in addition, 
showed an ill-defined speckled band 
of bright yellow-green fluorescence in 
the papillary dermis beneath the 
dermoepidermal junction (Fig 6). 
Stains with anti-lgM and anti-C, 
were again negative. 

Repeat staining of the same tissue 
blocks a week later produced the 
same results, and three repeat biopsy 
sections from the patient a month 
later confirmed these findings. Direct 
staining of all normal control skin 
was negative. 


Comment 


The Vogt-Koyanagi-Harada syn- 
drome, first described by Vogt in 
1906? is an uncommon entity that 
has been most extensively described 
in the ophthalmologic literature. Be- 
ginning very abruptly, the disease 
has a protracted course, responds un- 
reliably to therapy, and usually re- 
sults in partial or complete blindness. 
Earlier authors have presented com- 
prehensive historical reviews of this 
fascinating condition.*? 

Cowper* divided the syndrome into 
three stages: 

1. Meningeal. — This febrile prodro- 
mal phase begins abruptly, often fol- 
lowing an upper-respiratory tract 
infection or severe emotional trauma. 
Meningeal irritation is indicated by 
headache, drowsiness, nausea, vomit- 
ing, and cerebro spinal fluid pleo- 
cytosis. 

2. Ophthalmic. —Several weeks 
after the meningeal phase, photo- 
phobia and a rapid decrease in visual 
acuity signal the onset of the severe 
and prolonged bilateral uveitis. Tran- 
sient, usually bilateral, dysacousia 
(deafness or tinnitus, or both) occurs 
in 50% to 60% of the patients. 


3. Convalescent.—As the uveitis 
subsides, the relatively permanent 
cutaneous changes appear. Poliosis 
occurs in 80% to 90% of the patients. 
Alopecia, which is usually patchy 
(areata) but may be diffuse, affects 
50% to 70% of the patients, and 60% 
develop symmetrical vitiligo. 

Individual cases vary considerably 
in the order of symptom presentation, 
eg, cutaneous changes may precede 
the uveitis by months to years.' Gen- 
eral health is usually unimpaired, 
but uveitis may result in retinal de- 
tachment, secondary glaucoma, cata- 
racts, or phthisis bulbi.*“ 

The cause of the Vogt-Koyanagi- 
Harada syndrome remains unclear. 
The observation that several cases 
had followed or were exacerbated by 
an emotional insult, as in our case, led 
Hague (1944) to postulate a hypothal- 
amic lesion. Others have favored a 
viral cause. A few workers*? have iso- 
lated a virus from patients' cerebro- 
spinal fluid, but most have been un- 
able to do so. 

An autoimmune reaction to uveal 
pigment has also been proposed. The 
similarities of uveal and cutaneous 
pigment destruction make this an 
appealing suggestion." Stronger sup- 
port for an autoimmune cause may be 
found in the relationship of the Vogt- 
Koyanagi-Harada syndrome to sym- 
pathetic ophthalmia (bilateral uveitis 
following traumatic injury to a single 
eye, generally believed to be related 
to autoimmune mechanisms). Long 
before 1906, the cutaneous changes 
that Vogt described with nontraumat- 
ic uveitis had been reported in sympa- 
thetic  ophthalmia.*'?" Moreover, 
cases identical to the Vogt-Koyanagi- 
Harada syndrome have been ob- 
served following eye surgery.''? The 
histopathologic examination of the 
eye in both conditions reveals similar 
nonspecific granulomatous inflamma- 
tion.? Skin tests to uveal pigment, 
generally positive in sympathetic 
ophthalmia, have also been positive 
in some cases of Vogt-Koyanagi- 
Harada syndrome.'*""! 

Is there a relationship between 
uveitis and psoriasis? Of a series of 
1,718 patients with uveitis reported 
by Hewson,'! only six had psoriasis, 
ie, no more than one would expect 
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considering the natural occurrence of 
each of these entities. Moreover, uvei- 
tis was not included in a study of the 
ocular complications of psoriasis." 

The relationship between vitiligo 
and psoriasis, although not well un- 
derstood, is provocative. Psoriasis is 
known to occur more frequently in 
patients with light skin than in those 
with dark skin.? Indeed, ultraviolet 
exposure and tanning are effective in 
treating psoriasis. Does melanin pro- 
tect against psoriasis? Or is there 
some interplay between the mecha- 
nisms regulating epidermal turnover 
and pigment synthesis? 

The Vogt-Koyanagi-Harada syn- 
drome, unlike psoriasis, occurs more 
frequently in dark-skinned indi- 
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viduals, probably partially explain- 
ing the infrequent association of 
these two conditions. 

In the last two decades, the immu- 
nofluorescent findings in lupus ery- 
thematosus and the bullous diseases 
have led to increasing interest in 
and speculation about autoimmune 
mechanisms in cutaneous disease. Be- 
cause an autoimmune cause had been 
postulated for the Vogt-Koyanagi- 
Harada syndrome, we thought im- 
munofluorescent studies might be 
informative. The dermal fluorescence 
that we observed in sections from the 
psoriatic lesion was similar to that 
described by Burnham et al and 
Krogh and Tonder! and thus was an- 
ticipated. However, the intercellular 
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fluorescence that was unmistakably 
present, though faint, in all the viti- 
liginous sections examined was.unex- - 
pected. Blocking studies were not 
done; however, the fact that inter- 
cellular localization of IgG was seen 
on three different occasions on biopsy 
specimens of four separate areas of 
vitiligo, while (using the same rea- 
gents) it was never seen in the pa- 
tient’s normal skin nor in control 
skin, made us consider that this find- 
ing might be significant. Both of these 
patterns of fluorescence and their pos- 
sible relationship to autoimmune 
mechanisms remain to be explained. 
Hopefully, further studies of this rare 
syndrome and of psoriasis and vitiligo 
will elucidate these findings. 
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TEST YOUR KNOWLEDGE 


Question. — With regard to erythema nodosum leprosum, all of the following state- 
ments are true except one: (a) with rare exceptions, occurs only in patients with lepro- 
matous leprosy undergoing chemotherapy; (b) manifested by fever, leukocytosis, and 
the diffuse appearance of small, painful red nodules; (c) the site of the cutaneous re- 
action coincides with a bacterial focus and does not occur in completely normal skin; 
(d) histologically, a striking feature is the heavy influx of polymorphonuclear leuko- 
cytes; (e) typically, the reaction heralds the conversion of a negative lepromin skin test 
to a positive one. (For answer, see page 402.) 
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Ultrastructure of a Pilar Tumor 


Philip F. Roberts, MB, MRCP, MRCPath, Dennis W. Jerrome, FIMLT, Oxford, England 


The ultrastructure of a pilar tumor of the 
nose is described for the first time. 
Evidence of sebaceous cell and possible 
apocrine duct cell differentiation is seen. In 
addition, the presence of ossification with- 
in the tumor is described, a feature not 
previously reported. 


Os the last decade, the pilar 
tumor, a term coined by Lever,! 
has gained recognition as an entity 
distinct from calcifying epithelioma 
and squamous cell carcinoma arising 
in an epidermal cyst.?? More re- 
cently, a variant of this tumor, the 
giant-hair matrix tumor, has been 
described.  Wilson-Jones? took the 
view that these tumors arose solely 
from the epidermis, and were unre- 
lated to either sebaceous gland or 
hair follicle tumors. Reed and Lamar? 
and Babska? put forward evidence 
suggesting that the tumor originated 
in the hair follicle. The purpose of 
this report is to reassess the histo- 
genesis of this tumor in light of its 
ultrastructural features. 


Report of a Case 


A 50-year-old woman was referred to 
the Plastic Surgery Department because 
she had a painless nodule at the tip of the 
nose that had been present for four years. 
There was no ulceration of the overlying 
skin and no regional lymphadenopathy. 
While the patient was under local anes- 
thesia, the tumor was removed together 
with an ellipse of overlying skin, and it 
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magnification x 120). 


was immediately fixed in 5% formol saline 
solution. Seventy-two hours later, three 1- 
mm thick slices of the tumor nodule were 
washed in sucrose phosphate buffer, pH 
1.4, for 24 hours. Selected areas from each 
slice were then postfixed in 196 osmium te- 
troxide and embedded in resin (Araldite). 
Sections from each block were stained 
with 29» uranyl acetate followed by lead 
citrate for electron microscopic study. 


Examination of the Specimen 


The excised specimen (RISH 
09696/71) consisted of a smooth, 
rounded nodule, 5 mm in diameter, 
lying in the dermis. On bisection, the 
central portion contained a 2-mm 
hard nodule. Examination by light 
microscopy showed a well-demarcat- 
ed nodule located in the superficial 
and middle dermis. No direct connec- 
tion was seen with the overlying epi- 
dermis, which showed effacement of 
rete ridges. The tumor consisted of 
interlacing strands and lobules of 
well-differentiated squamous epithe- 





Fig 2.—Strands and lobules of prickle cells 
(hematoxylin-eosin, original magnification 
x 540). 





toxylin-eosin, original magnification x 540). 


lium (Fig 1 and 2). There were no 
areas of degeneration or necrosis in 
the tumor. Glycogen vacuolation and 
benign dyskeratosis was seen in some 
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Fig 5.—Ossification in stroma of tumor (he- 
matoxylin-eosin, original magnification x 120). 


of the squamous cells. No melanin or 
iron pigment could be demonstrated. 
Within the islands of epithelial cells, 
there were irregularly distributed, 
cystic spaces showing a variable ap- 


pearance. Some contained whorls of 


poorly formed keratinous material 
and abortive hair shafts (Fig 3). 
Others were composed of duct-like 


structures lined by a single layer of 


plump, cuboidal cells with prominent, 
rounded nuclei (Fig 4). The cytoplasm 
on the lumenal aspect of these cells 
was convex and partly frayed. Within 
the cytoplasm, there were PAS-posi- 
tive, diastase-resistant granules, to- 
gether with larger lipid granules that 
stained with oil red O. The surround- 


ing stroma was composed of whorls of 


fibroblastic cells associated with foci 
of mucinous degeneration. These are- 
as stained bright blue with Alcian 
blue at pH 1.0. Thin ribbons of acellu- 
lar, eosinophilic material surrounded 
the epithelial islands. There was no 
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Fig 6.— Prickle cells in center of tumor lobule (original magnification x 6,000). 
P. 
Fig 7.— Sebaceous gland cell surrounded by prickle cells (original magnification x 7,000). 
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inflammatory cell infiltration. Within 
the stroma of the tumor, there was an 
area of ossification that was clearly 
unrelated to nasal cartilage (Fig 5). 
No hemopoietic tissue was seen in the 
interstices of the bone. 

Electron microscopic examination 
confirmed that the bulk of the tumor 
was composed of prickle cells (Fig 6). 
These cells contained large nuclei 
with folded membranes, sometimes 
with a nucleolus. The cytoplasm was 
filled with abundant tonofibrils and 
there were numerous desmosomes 
between adjacent cells. Differentia- 
tion towards two types of cells was 
seen. The first consisted of sebaceous 
gland cells (Fig 7) with numerous, 
closely packed cytoplasmic lipid drop- 
lets that indented an eccentric nu- 
cleus. These cells were scattered sin- 
gly among the prickle cells, and 
occasionally, cells intermediate in 
structure between sebaceous and 
prickle cells could be identified. The 
second type of cell was found lining 
the duct-like structures within the 
squamous epithelial lobules. These 
cells were flattened, cuboidal, and at- 
tached to adjacent luminal cells and 
the subjacent prickle cells by promi- 
nent and numerous desmosomes (Fig 
8). The luminal aspect of the cell was 
thrown into many blunt and short 
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Fig 8.—Duct cells and subjacent prickle cells (original magnification x 7,800). 





Fig 9.—Detail of duct cell microvilli (original 
magnification x 46,800). 








De 


Fig 10.— Two duct cells showing filiform processes of basal cytoplasmic membrane (original 
magnification x 11,200). 
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microvilli, which on high magnifica- 
tion contained a thin, electron-trans- 
lucent core (Fig 9). The cytoplasm 
consisted of abundant tonofibrils and 
scattered particles of glycogen to- 
gether with much larger lysosomal 
bodies composed of lipid-like droplets 
associated with electron-dense depos- 
its. A considerable amount of cyto- 
plasmic lipid was seen in some of 
these cells. Occasional, scattered, 
dense granules were seen in the api- 
cal cytoplasm. The nucleus was basal- 
ly situated with a folded nuclear 
membrane. Between the nucleus and 
the lumen of the duct, several mito- 
chondria could be identified within 
the cytoplasm. The cell membrane at 
the base of the cells showed numerous 
thin folds (Fig 10). No myoepithelial 
cells were seen. The lumen of the 
ducts contained amorphous electron- 
dense debris and scanty strands of 
collagen (Fig 10). The stroma of the 
tumor was composed of ground sub- 
stance, fibroblasts, and mast cells and 
there was condensation of collagen 
bundles around the periphery of the 


epithelial lobules. 
Comment 


This tumor shows many of the rec- 
ognized features of a pilar tumor. It 
differs from previous reports in that 
within the tumor an area of ossifica- 
tion is seen. Ín addition, the lesion 
has not been described as arising 
from the nose. Electron microscopy 
confirms that the tumor is composed 
largely of prickle cells. Although 
abortive hair formation was present, 
no hair matrix cells could be identi- 
fied in the sections examined;? how- 
ever, there was clear evidence of 
sebaceous cell differentiation. The ul- 
trastructural appearance of the duc- 
tal cells showed similarities to both 
eccrine and apocrine gland cells. The 


“presence of a folded basal cytoplasmic 


membrane, apical microvilli, and 
vacuolation with fine electron-dense 
granules in the apical cytoplasm’ 
suggested a resemblance to apocrine 
gland cells. However, the characteris- 
tically larger, electron-dense gran- 
ules were very scanty and there was 


no well-defined Golgi apparatus. In 
fact, the cells resembled more closely 
the apocrine duct cell. In conclusion, 
these findings strongly suggest that 
the tumor is of epidermal appendage 
origin and has the histogenetic poten- 
tialities of the primary epithelial 
germ cell. 
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TEST YOUR KNOWLEDGE 


Answer.—e; Although erythema nodosum leprosum is probably associated with 
allergic reactivity to released bacterial antigens, humoral mechanisms seem to be in- 
volved and there is no shift in classification or status based on cell-mediated immunity. 

Ridley DS: Reactions in leprosy. Lepr Rev 40:77-81, 1969. (For question, see page 398.) 
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A 3-year-old boy was seen because of 
moderate hair loss. While the initial clinical 
appearance suggested trichotillomania or 
pili torti, history and examination of several 
hairs that were removed from the affected 
region showed that some of them exhibited 
multiple intermittent bifurcations of the 
shaft at irregular intervals. The parallel 
twin rami formed by the bifurcation subse- 
quently rejoined to form a normal-appear- 
ing shaft. In portions of some affected 
hairs, longitudinal grooving of the shaft 


was observed. Light and electron micro- : 


scopic examination, in addition to scanning 
electron microscopic examination of af- 
fected hairs, substantiated the initial im- 
pression that each ramus of the bifurcated 
segments was circumferentially invested 
with its own cuticle. This was not simple, 
splitting trichoptilosis, and the designation, 
pili bifurcati, has been applied to this 
newly described anomaly. 
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Pili Bifurcati 


A New Anomaly of Hair Growth 


Peyton E. Weary, MD; Andrew A. Hendricks; Franklin Wawner, PhD; 


Gita Ajgaonkar, Charlottesville, Va 


Gime longitudinal splitting of the 

shaft of a hair has been designat- 
ed as trichoptilosis or fragilitas cri- 
nium, and, in these times of exces- 
sively long hair, terminal trichopti- 
losis (“the frizzies”) is not an uncom- 
mon occurrence. When simple split- 
ting of a mature hair occurs, no refor- 
mation of the cuticle is possible. So, 
each ramus of the split hair is only 
partially invested with a cuticle, 
since the plane of splitting is, of ne- 
cessity, devoid of its cuticular cover- 
ing. 

We have recently observed a child 
with an unusual anomaly in which 
single shafts of a number of hairs 
actually bifurcate at multiple irregu- 
lar intervals along the shaft to form 
two separate, parallel rami, each 
invested with its own completely 
circumferential cuticular covering. 
These rami subsequently rejoin to 
create a single shaft. Evidence is pre- 
sented to substantiate the fact that 
this is not simple splitting. Nothing 
comparable to this anomaly has here- 
tofore been recorded to our knowl- 
edge, and we propose the designation, 
pili bifurcati, for this condition. 


Report of a Case 


A 3-year-old white boy was first seen in 
February 1972 because it was noted that 
he had gradual thinning of his scalp hair 
of four to five months' duration. He had 
been ostensibly well otherwise, took no 
medication, and was said to exhibit no 
tendency to pull, twist, or otherwise mani- 
pulate his scalp hair. Furthermore, he did 


not roll his head excessively while recum- 
bent. There was no family history of hair 
loss. 

Physical examination showed the fol- 
lowing abnormalities: 

A moderate degree of hair loss was not- 
ed, particularly over the vertex. Close 
inspection showed hairs of varying length 
in the area of the vertex suggesting the 
appearance of trichotillomania or pili tor- 
ti. Several spangled hairs were noted and 
removed. Microscopic examination of 
these revealed the anomaly to be de- 


scribed. 


The child exhibited a marked koilo- 
nychia of both great toenails but the other 
toenails, in contrast to the koilonychia of 
the great toenails, were found to have a 
slight hypercurvature. 

The right thumbnail revealed a shallow 
transverse depression suggestive of a 
Beau line at the junction of the proximal 
one third and distal two thirds of the nail. 

The teeth and eyes were normal and the 
child was normal otherwise on general 
examination. 


Materials and Methods 


Hairs were cropped close to the child’s 
scalp from four regions (frontal, vertex, 
occiput, and left lateral) and each hair was 
examined with a stereoscopic microscope. 
The Table records the number and types of 
anomalies encountered in the 3,059 hairs 
examined. Scalp hair from the child's fa- 
ther and mother, as well as hairs from the 
child's mother that were removed a 
number of years previously when she was 
approximately the same age as her child, 
were all found to be entirely normal. 

Hairs were routinely removed by the 
barber approximately nine and 11 months 
later. A total of 1,954 hairs were examined 
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Abnormalities Observed in Hairs Cropped From Child in February 1972 


Region* 





Type of Hairs 


Left 
Lateral Totals? 


No., % No., % No., % 


Occiput 


—< 





Bifurcated 


2, 0.12 4, 0.85 8, 0.26 





Grooved 


4, 0.24 0,0 5, 0.16 





Trichorrhexis 
nodosa 


25, 1.54 26, 0.85 





Trichonodosis 


1, 0.06 2, 0.06 





Grooved & trichorrhexis 
nodosa 





1, 0.06 1, 0.03 


*The total number of hairs examined from each region were frontal, 591 (not shown); vertex, 372; 
occiput, 1,625; left lateral, 471. There were no abnormalities found in the hairs examined from the 


frontal region. 
+Total number of hairs examined was 3,059. 


after nine months. One hair was bifurcat- 
ed (0.05%) and four hairs were affected 
with trichorrhexis nodosa (0.20%). A total 
of 4,645 hairs were examined after 11 
months and no abnormalities were found. 

The hairs that exhibited the bifurcation 
anomaly were examined and photo- 
graphed using the following method: (1) 
light microscopy with and without tolu- 
idine blue staining; (2) scanning electron 
microscopy following shadowing of the 
hair surface with gold; (3) standard elec- 
tron microscopy following fixation of the 
hairs in buffered 1% osmium tetroxide, 
embedding in Araldite, and sectioning 
with an ultramicrotome. 


Results 


Light Microscopy.—Figures 1 
and 2 show affected hairs visualized 
by light microscopy and demonstrate 
the formation of parallel rami arising 
from a single shaft of diameter com- 
parable to that of the unaffected hairs 
from the child. The bifurcations on 
some shafts were multiple and on 
others, solitary. There was no estab- 
lished periodicity to these bifurcated 
segments and measurements indicat- 
ed that they did not all occur at the 
same times during the growth period. 

In several hairs a groove along the 
hair shaft was evident by light mi- 
croscopy and when present it was in 
this groove that the bifurcations ap- 
peared (Fig 3). The groove appeared 
on both sides of the shaft; one may 
envision the shaft in cross section as 
presenting an hourglass configura- 
tion. At irregular intervals the 
groove may or may not be punctuated 
by actual bifurcations. The bifurca- 
tions in other hair shafts arose ab- 
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Fig 1.—Bifurcated segment arises between 
two normal-appearing hair shaft segments 
(x 120). 


e 


Fig 2.— Most flamboyant bifurcation noted in 
any specimen arises from a nongrooved shaft 
(x 70). 


Fig 3.—Small bifurcated segment appears in 
longitudinal groove of affected hair shaft 
(x 150). 


ruptly from an ungrooved shaft. 

Examination with polarized light 
revealed an alteration in the bi- 
refringence of the hairs at the locus 
where two rami were present but not 
where grooving only was present. 

Cross section of a bifurcation at its 
termination showed two cortical 
masses completely separated by a 
cuticular lamella, which was continu- 
ous at both ends with the outer cuti- 
cular investment (Fig 4). At a point 
further along the shaft where two 
rami were present each of the two 
rami showed a cuticular coat at 
points where they were in apposition 
(Fig 5). 

Scanning Electron Microsco- 


py-—After examination with the 
scanning electron microscope, it was 
apparent that the cuticle present on 
the solitary shaft extended uninter- 
ruptedly to invest both rami as the 
shaft terminated its bifurcation (Fig 
6). Figure 7 demonstrates a groove 
along the shaft with two small inden- 
tations representing abortive bifurca- 
tions. 

Standard Electron Microsco- 
py.— Electron microscopic examina- 
tion of a transverse section of the 
shaft at a level prior to the formation 
of a bifurcation showed a normal 
shaft invested with a cuticle eight 
layers thick. No medulla was visual- 
ized in the affected hairs by electron 
microscopy. 

Figure 8 shows the shaft at the 
point where the bifurcation is just 
beginning and here the very earliest 
invagination of the cuticle to form 
two separate shafts can be readily 
seen. Figure 9 demonstrates that, at 
the level where two separate rami are 
present, each of the rami, at points 
where they would lie in apposition to 
one another, is invested with a cuti- 
cle, four layers thick. 

Hair Bulb. — Only one of the bifur- 
cated hairs was removed intact. The 
hair bulb appeared to be normal in 
appearance for a hair in telogen 
phase and its appearance did not sug- 
gest formation of the hair from a 
composite papilla. 

Urinalysis.— A sample of urine 
was analyzed for abnormalities of 
excretion of amino acids and mucopo- 
lysaccharides. No amino-acid abnor- 
malities were detected with the quali- 
tative two-dimensional paper chroma- 
tography and specific tests for cystine, 
homocystine, histidine, and tyrosine 
were negative. The ferric chloride 
test for phenylketonuria and the 
Acetest for keto acids were negative. 
There was a significant elevation of 
mucopolysaccharides to a level of 21.6 
mg/100 ml (normal, up to 7 mg/100 
ml). 


Comment 
No report of a similar anomaly of 
hair growth has been unearthed. The 
evidence clearly establishes the fact 
that this is not a simple splitting of 
the hair shaft, trichoptilosis, but that, 
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Fig 4. - Specimen embedded in Araldite demonstrates complete sepa- 
ration of two cortical masses by cuticular lamella at point of beginning 
bifurcation (toluidine blue, original magnification x 1,450). 


in some as yet unexplained 
way, the follicle producing a 
single hair is capable of man- 
ufacturing temporarily two 
complete parallel hair shafts. 
More than one hair may 
emerge from a common fol- 
licle fairly often! and to this 
anomaly the term compound 
hair, or compound follicle, is 
applied. The hairs affected in 
this child, however, appear 
to be single shafts and do not 
differ in size or shape from 
unaffected hairs of the same 
child except for the presence 
of the anomalies described. 
Pinkus? coined the term, 
pili multigemini, for a rare 
anomaly of the hair in which 
multiple hairs growing from 
so-called composite papillae may be- 
come encompassed by a common 
outer-root sheath and, in one such 
hair cluster, he observed irregular al- 
ternating fusion and separation of the 
shafts. This hair cluster monstrosity 
was clearly the result of contiguous 
growth of several separate hair shafts 
and did not represent a bifurcation of 
a solitary hair shaft. Pinkus discusses 
the ways in which an anomaly such 
as pili multigemini may occur as the 
result of composite follicles. 
Stevanovic? in recording multiple 
defects of the hair shaft in Netherton 
disease, showed one hair anomaly he 


p 
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Fig 6.—Terminus of bifurcated segment shows extensi 
encircle both rami (x 600). 


cation x 1,450). 





gant. 


called braiding of the hair in which a 
tortuous groove is formed on both 
sides of the shaft which gives to the 
hair a faint resemblance to the groov- 
ing seen in pili bifurcati, however, no 
tortuosity similar to pili torti was 
seen in any hairs from the child we 
report nor does he exhibit any fea- 
tures of Netherton disease. 

Bjórnstad' reported a case of pili 
torti in which some of the hairs, in ad- 
dition to marked twisting, also ex- 
hibited longitudinal grooving of sub- 
stantial degree. However, no actual 
bifurcation of these grooved hairs 
was noted. 


on of cuticle to 


Fig 5. —Same hair shown in Fig 4 is transected at a level where bifurca- 
tion is complete and demonstrates that each ramus possesses a cuticular 
coat at locus where they lie in apposition (toluidine blue, original magnifi- 


Hairs from the disorder, 
congenital hereditary hypo- 
trichosis, have been noted 
to exhibit marked fluting or 
longitudinal ridging? but did 
not exhibit bifurcations. Our 
patient had no other features 
to suggest this disorder. 

Halloran, in describing a 
case of trichorrhexis nodosa, 
noted that, adjacent to some 
of the typical brush-like 
nodular swellings of trichor- 
rhexis nodosa, the hairs ap- 
peared split. There was no 
attempt to more clearly de- 
fine the splitting, but the 
one photograph of an affected 
shaft showed an appearance 
faintly suggestive of the 
rami of pili bifurcati. 

The hairs of pili bifurcati do not 
resemble the hairs observed in trich- 
orrhexis nodosa. It should be noted 
that our patient also was found to 
have hairs affected with trichorrhexis 
nodosa and trichonodosis (knotted 
hair). Trichorrhexis nodosa has now 
been clearly related to trauma in 
some cases/^? while in some heredi- 
tary conditions (Netherton disease, 
Menke syndrome, ichthyosiform ery- 
throderma?'^) — trichorrhexis no- 
dosa appears to be an integral part 
of the syndrome. It is impossible for 
us to draw any conclusions concern- 
ing the significance of few such af- 


"TES 
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fected hairs in this child with 
the other more distinctive 
anomaly. 

We are unable to answer 
the question as to whether 
the defect, pili bifurcati, was 
responsible for this child’s 
observed hair loss. As indi- 
cated, the hair loss resembled 
clinically that which is 
caused by trichotillomania 
or pili torti. It is conceivable 
that the pili bifurcati defect 
might have led to abnormal 
shaft fragility, the two rami 
perhaps having less resis- 
tance to shearing force than 
a single thicker shaft. The 
relative scarcity of such af- 
fected hairs, however, would 
not seem to account for the 
observed degree of hair loss. It is pos- 
sible that this defect was considerably 
more extensive at one time than ap- 
parent by the counts and that most of 
the affected hairs had already broken 
spontaneously by the time we had ex- 
amined the child. In support of the 


Fig 8.— Cross-section of hair at beginning of a bifurcation illustrates 
early invagination of cuticle. Note external cuticle has eight layers of cells 


(x 26,554). 
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Fig 7. — Grooved hair with small indentations at sites of abortive bifur- 
cations (x 570). 


concept that pili bifurcati is only a 
transitory defect is the fact that sub- 
sequent hairs cut by the barber ap- 
proximately nine months and 11 
months after the initial examination 
showed only one bifurcated hair in a 
large sample, and the additional fact 


that the child now has no ap- 
parent hair loss clinically. 
Unfortunately we do not 
have a biopsy specimen of a 
hair follicle from which an 
affected hair grew. We at- 
tempted to examine the 
child's head with a stereo- 
scopic microscope to locate 
an affected strand of hair but 
were unsuccessful because of 
the child's inability to hold 
still for an extended period of 
time to permit a careful sur- 
vey of the hair in vivo. Since 
the affected hairs are so few 
in number a random biopsy 
would have been of no use. 
Electron microscopic exami- 
nation of the hair shaft 
suggests that the first ob- 
servable alteration is an invagination 
of the innermost cuticular cells into 
the cortex of the shaft and that even- 
tually the bilateral cuticular invag- 
inations meet to completely isolate 
each cortical segment. The two may 
lie juxtaposed for a short distance 


Fig 9.— Cross-section of medial aspects of both rami of a bifurcated 


(x 26,544). 


segment. One ramus is on left, the other on right. Both have thin cuticular 
coats 3-5 cell layers at a point where they lie in direct apposition 
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(Fig 5) and then separate (Fig 6) each 
ramus carrying with it half of the 
cuticular lamella that had interposed 
itself between them. However, we are 
unable to define an initiating mech- 
anism for this developmental anom- 
aly. It is probable that the affected 
hair represents, in fact, a fusion of 
two separate hairs from composite 
papillae, intimately joined through- 
out most of the shaft length, with 
transient intermittent reversion 
to a dualistic growth pattern. The 
grooving of several hairs would 
reinforce this concept, and yet the af- 
fected hairs in the nonbifurcated and 
nongrooved segments do not differ 
with regard to diameter, appearance, 
and birefringence from unaffected 
hairs. 

The possibility that the nail ab- 
normalities noted in this child 
(koilonychia of great toenails and 
Beau line of right thumbnail) might 


1. Lowenthal JA: “Compound” and grouped 
hairs of the human scalp: Their possible connec- 
tion with follicular infections. J Invest Dermatol 
8:263-275, 1947. 

2. Pinkus H: Multiple hairs (Flemming-Gio- 
vannini): Report of two cases of pili multigemini 
and discussion of some other anomalies of the 
pilary complex. J Invest Dermatol 17:291-301, 
1951. 

3. Stevanovic DV: Multiple defects of the hair 
shaft in Netherton’s disease: Association with 
ichthyosis linearis circumflexa. Br J Dermatol 
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in some way be associated with the 
hair abnormality is conceivable but 
entirely speculative. After a lapse of 
11 months from the time of the initial 
examination, the child reportedly 


persists in having koilonychia of the: 


great toenails but the Beau line has 
disappeared. He seems to have been 
entirely well during the period when 
growth of the hairs and nails would 
have occurred, so an intermittent 
illness resulting in a transient de- 
formation of nail or hair growth 
seems unlikely. In addition, if there 
were some intermittent metabolic 
abnormality to account for these hair 
defects the bifurcations should have 
arisen at the same points on each af- 
fected hair rather than randomly as 
observed. In light of the elevated 
mucopolysaccharide level noted, the 
possibility must be considered that 
this child has a general persistent 
metabolic abnormality affecting a 
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limited number of hair follicles. 
There is nothing about this child’s 
appearance, mental status, growth, 
and development to suggest that he 
has any .of the mucopolysacchari- 
doses. Mucopolysaccharides are re- 
cognized to affect hair growth in ex- 
perimental animals! and it is 
conceivable that an unexplained ab- 
normality of mucopolysaccharide 
metabolism may be the basis for the 
hair abnormalities observed. 
Unfortunately there are many un- 
answered questions, such as whether 
or not this is a hereditary defect, 
whether it is transient or recurrent, 


and whether it did indeed cause the 


observed hair loss. Further observa- 
tion of this child and his future sib- 
lings may help to answer some of 
these questions. 
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Staphylococcal Scalded Skin 
Syndrome in an Adult 


Richard Rothenberg, MD; Francis S. Renna, MD; 
Thomas M. Drew, MD; David S. Feingold, MD, Boston 


An apparently healthy 64-year-old man 
developed severe septicemia due to a 
phage group 2 Staphylococcus that was 
followed by a widespread, bullous eruption 
characterized by intraepidermal cleavage. 
To our knowledge, this is the first well-doc- 
umented report of staphylococcal scalded 
skin syndrome occurring in a normal adult. 


Ss o original description 16 
years ago,' there has been consid- 
erable progress in understanding the 
mechanisms underlying toxic epider- 
mal necrolysis (TEN). In infants, the 
manifestation of the syndrome 
(formerly referred to as Ritter dis- 
ease, and now called staphylococcal 
scalded skin syndrome [SSSS] in 
association with infection has been 
shown to be caused by an epidermoly- 
tic toxin. The toxin is produced by 
phage group 2 staphylococci.? We re- 
cently participated in the manage- 
ment of a 64-year-old man with typi- 
cal TEN clearly related to staphylo- 
coccal infection. Although localized 
SSSS has recently been reported in 
an immunosuppressed 19-year-old 
patient, this appears to be the first 
well-documented report of extensive 
TEN due to a staphylococcal cause in 
anormal adult. The unusual case his- 
tory and a review of the relevant lit- 
erature form the subject of this paper. 


Report of a Case 


A 64-year-old horse trainer was in his 
usual state of health until three weeks 
prior to admission, when he was thrown 
from a horse and injured his lower back. 
His past medical problems include the fol- 
lewing: chronic alcoholism, without 
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known liver disease; intermittent peptic 
ulcer disease; treated syphilis, with asso- 
ciated Charcot joints in his lower extremi- 
ties, requiring braces for support; an aton- 
ic bladder, presumably related to the 
syphilitic neuropathy; and intermittent 
urinary tract infections associated with 
his poor bladder function. 

Except for the back pain following the 
injury, the patient was well until about 
five days prior to admission, when he not- 
ed tender swelling in the lumbosacral 
area, with associated rigors, sweats, fever, 
and the development of a generalized bul- 
lous eruption. These symptoms were unre- 
lieved by aspirin or propoxyphene hy- 
drochloride. He had taken no other medi- 
cations in the recent past. The patient 
developed increased difficulty walking, 
loss of bladder and bowel control, profound 
fatigue, and right-sided pelvic pain. 

He was admitted to a hospital, treated 
with mepiridine and antipyretics, and 
within 24 hours, transferred to the Beth 
Israel Hospital, Boston, for further care. 
On arrival, he was emaciated, dehydrated, 
and acutely ill; he complained of pain in 
his skin and right groin. He had a rectal 
temperature of 38.9 C and blood pressure of 
140/80 mm Hg; his pulse rate was 80 beats 
per minute and regular. He had severe 
erythema and sheet-like exfoliation on his 
face (Fig 1), marked erythema of his neck 
and perineal area, and a positive Nikolsky 
sign in areas of grossly normal appearing 
skin. There were numerous, large, flaccid 
bullae in various stages of development on 
his trunk and extremities (Fig 2). 

Biopsy of the margin of a bulla showed, 
on hematoxylin-eosin staining, loss of via- 
ble epidermis high in the malpighian lay- 
er and replacement of the granular layer 
by inflammatory cells and cellular debris 
(Fig 3). Gram-positive cocci were seen in 
the section, but they were present only on 
the surface inflammatory debris. Most of 
the remaining epidermis appeared viable 
and showed intracellular and intercellular 
edema along with focal areas of necrosis 
and dyskeratosis, both in areas beneath 
the inflammatory debris and in adjacent 
areas that were free of inflammation. 
There was edema in the upper dermis 
along with ectatic vessels that contained 
polymorphonuclear leukocytes. No fibri- 


noid degeneration of vessel walls was 
seen. 

His lungs were clear and his heart with- 
in normal limits. He had a soft, protuber- 
ant abdomen, without hepatosplenomeg- 
aly; the bladder was palpated above the 
pubis before being emptied by catheter of 


1,000 ml of urine. He had a large, fluc- 


tuant, soft tissue mass overlying the left 
sacroiliac joint; on digital examination 
through a lax rectal sphincter, a large 
mass on the right side could also be palpat- 
ed. The right knee and left ankle were 
markedly enlarged and deformed, but not 
tender. There was diminished sensitivity 
to sharp pain below the 12th thoracic der- 
matome, absent reflexes in the lower ex- 
tremities, flexor plantar reflexes, and de- 
creased strength in both lower extremi- 
ties. 

His white blood cell count was as high as 
14,000/cu mm, with 83 polymorphonu- 
clear leukocytes and 5% band forms; his 
hematocrit value was 3146. Initial urinaly- 
sis was unremarkable. Laboratory values 
for serum electrolytes, calcium, phospho- 
rus, creatinine, glucose, bilirubin, acid 
phosphatase, and uric acid were within 
normal limits. The serum glutamic oxalo- 
acetic transaminase, lactic acid dehydro- 
genase, and alkaline phosphatase values 
were slightly elevated, but returned to 
normal during his hospital stay. His total 
protein value was 5.1 gm/100 ml, with an 
albumin value of 1.8 gm/100 ml. Several 
serum protein paper electrophoreses 
showed levels of y-globulin ranging from 
1.1 to 1.6 gm/100 ml; the patterns were 
normal, except for an elevated «,-globulin 
level and the low albumin value. The se- 
rum immunoelectrophoresis was also 
within normal limits. A second strength 
purified protein derivative was positive. 

X-ray films showed a normal sized heart 
and mild pulmonary-vascular flow redis- 
tribution. A large osteolytic lesion obliter- 
ated much of the superior ramus of the 
pelvic bone on the right; the inferior ra- 
mus was fractured. The left ankle and the 
right knee were believed to be Charcot 
joints. An intravenous pyelogram showed 
a neurogenic bladder with an extrinsic 
mass on the right side. A myelogram 
showed no evidence of spinal cord com- 
pression. 

Aspiration of the mass over the left sa- 
croiliac joint produced purulent sangui- 
neous material. Gram stain of the aspirate 
showed Gram-positive cocci in clusters; 
the structure identified them as staphylo- 
cocci. This material, as well as blood, spu- 
tum, cerebrospinal fluid, synovial fluid, 
and fluid from an unbroken skin vesicle, 
all eventually grew pure cultures of Sta- 
phylococcus aureus. The organism was 
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Fig 1.—Patient three days after admission to 
hospital. 


sensitive to all antibiotics tested, with the 
exception of penicillin G potassium. Imme- 
diately after the cultures were taken, naf- 
cillin sodium was administered intrave- 
nously in doses of 12 gm per day. 

Skin care was difficult, since even minor 
trauma resulted in bulla formation or par- 
tial denudation of the epidermis, remind- 
ful of a second degree burn. He was treated 
in a rotating striker frame. Burrows solu- 
tion in a volume-to-volume ratio of 1:40 
compresses were applied four times daily 
for 20 minutes to the exfoliated areas. 
Emollient was applied to the normal ap- 
pearing skin; silver nitrate, 0.5%, was 
applied to lesions which looked purulent. 

On the day after admission, about 100 
ml of pus was aspirated from the perisa- 
cral mass, but the patient continued to 
have hectic fevers. On the fifth day of hos- 
pitalization, a roentgenogram showed that 
a lytic bone lesion in his pelvis had in- 
creased in size. Since he was not improv- 
ing, the area of pelvic osteomyelitis was 
exposed and over 1 liter of pus was 
drained. On Gram stain and culture, S 


aureus was identified in the pus. Phage 
typing of the organism grown from his 
blood showed it to be a group 2 type 
3C/55/71 Staphylococcus, the organism 
typically involved in the SSSS of infants. 

The administration of nafcillin sodium 
and intensive dermatologic nursing care 
were continued after surgery, and he made 
a slow, but satisfactory recovery. His skin 
lesions cleared completely, without scar- 
ring, and his pelvic wound was eventually 
closed with a split thickness skin graft. 
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Fig 2. — Lesions on shoulder of patient, same 
timeasFig 1. 


Nafcillin sodium was administered for six 
weeks, after which the patient received 
cloxacillin sodium monohydrate orally in 
doses of 1 gm every six hours; this pro- 
duced bactericidal levels in his serum at a 
dilution of 1:32, but was poorly tolerated. 
When the patient received clindamycin 
orally in doses of 450 mg every six hours, 
serum was bactericidal at a 1:2,048 dilu- 
tion; he was discharged on this regimen. 
The diagnoses at discharge were staphylo- 
coccal osteomyelitis of the pelvis (originat- 
ing in a hematoma at the fracture site), 
with disseminated staphylococcal sepsis 
and TEN (SSSS), and treated syphilis, 
with Charcot joints, atonic bladder, and 
peripheral neuropathy. 


Comment 


Specific reaction patterns of the 
skin are limited, and it is likely that 
TEN represents the final common 
pathway for a number of pathogenet- 
ic mechanisms. In fact, five major 
clinical situations have emerged, 
which have been associated with 
TEN. They are the following: (1) in- 
fection with the Staphylococcus*"' (2) 
reaction to a wide variety of drugs 
(more than 100 have been incriminat- 
ed to date)12-18; (3) reaction to small- 
pox inoculation!??*; (4) underlying 
lymphoma and leukemia?!'; and (5) in 
the graft-vs-host reaction.” In addi- 
tion, there are finally those idiopathic 
cases, for which no explanation, or 
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Fig 3.— Section of 4-mm punch biopsy speci- 
men taken from margin of bullous lesion on pa- 
tient’s second day in hospital (hematoxylin- 
eosin, original magnification x 200) 


Mail 


even association, is available. 

The mechanism whereby epider- 
mal necrolysis is produced is best 
understood for the case of infection 
with the phage group 2 Staphylococ- 
cus. Following the original report of 
clinical observations associating Lyell 
syndrome with Ritter disease and 
a possible staphylococcal cause,?**° 
attention has been focused on the 
characterization of an exotoxin pro- 
duced by the organism, which results 
in intraepidermal separation. In 
1970, Melish and Glasgow? developed 
an experimental model in which they 
could reproduce the syndrome of exfo- 
liation in newborn mice. They found 
that only staphylococci of phage 
group 2 produced the syndrome. Soon 
thereafter, Melish ànd associates?! 
and, independently, Arbuthnott et 
al'? reported the experimental produc- 
tion of exfoliation with bacteria-free 
filtrates from group 2 staphylococci, 
together with isolation and partial 
characterization of the toxin. Kapral 
and Miller? established the molecular 
weight of the toxin at approximately 
20,000. Melish and Glasgow? also 
noted that newborn mice were only 
susceptible up to age 7 days, the point 
at which hair is acquired. Melish et 
al' expanded the biochemical and 
physiologic concept in early 1972, 
postulating that the production of 
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epidermolytic toxin is probably under 
the direction of a bacteriophage. 
Dajani" has shown that the epider- 
molytic toxin is biochemically dis- 
tinct from the bactericidal exotoxin or 
the bacteriocin known to be elaborat- 
ed by group 2 staphylococci. 

Recently, Elias and associates have 
emphasized that the histologic 
changes produced by the epidermoly- 
tic toxin are very characteristic, per- 
mitting a separation of SSSS from 
drug-induced and graft-vs-host-in- 
duced TEN.” The staphylococcal exo- 
toxin has an affinity for the stratum 
granulosum, where the earliest-doc- 
umented change is intradesmosomal 
splitting.? Cleavage of the cells from 
the underlying viable epidermis fol- 
lows, producing a positive Nikolsky 
sign, bullae, and exfoliation.” Intra- 
cellular vacuolation, pyknosis, and 
normal basophilic staining are noted 
in the remaining malpighian cells; 
dermal changes, in cases uncompli- 
cated by secondary infection, are min- 
imal, consisting of edema, vascular 
ectasia, and a few inflammatory 
cells. 

In contrast to SSSS, the other forms 
of TEN show different histologic fea- 
tures, characterized initially by basal 
cell degeneration and spongiosis, 
yielding to necrosis of the entire 
epidermis associated with cleavage 
near the dermoepidermal junction.?* 
Studies, using direct immunoflu- 
orescence techniques, have demon- 
strated that immunoglobulin and 
complement are localized to the basal 
cell layer in drug-induced TEN.'4 

Jt is of interest that TEN, with 
a well-documented staphylococcal 
cause, has not been reported to occur 
in normal adults.**4 Lyell, in his 
original paper, did report a case 
wherein one individual died while ill 
with staphylococcal septicemia, but a 
causal link could not be made. The 
absence of this illness in adults is a 
fact that fits in well with the experi- 
mental model, wherein the disease 
can be reproduced in newborn mice 
only up to the time of the appearance 
of hair. In our patient, in addition to 
the consistent dermatopathologic 
findings, the basis for suspecting a 
staphylococcal cause was strong: 
preexistent trauma, the development 
of staphylococcal osteomyelitis, with 


410 Arch Dermatol/Vol 108, Sept 1973 


septicemia and seeding of numerous 
organs, characterization of the or- 
ganism as a group 2 type 3C/55/71, 
the close temporal relationship be- 
tween the onset of sepsis and epider- 
mal necrolysis, and the absence of 
known drug ingestion prior to his 
illness. 

Levine and Norden? reported SSSS 
in a 19-year-old man. This patient 
had chronie glomerulonephritis and 
was being treated with prednisone, 
azathioprine, and other drugs. He 
developed a bullous eruption, with 
erythema and a positive Nikolsky 
sign in the vicinity of an axillary 
staphylococcal abscess. This patient 
certainly was not a normal host, but 
the manner in which his disease or 
therapy predisposed to the putative 
SSSS is unknown. 

The reason why our patient devel- 
oped this extremely unusual syn- 
drome is also unclear, since he had no 
impaired host defense mechanisms 
that we could detect. He had never 
been afflicted with recurrent infec- 
tions, except those associated with his 
mechanical bladder problem, and his 
skin appeared basically normal. It is 
worth pointing out that he had 
an inoculum of staphylococcal pus 
drained that measured more than 1 
liter; possibly the resistance of adult 
skin to the epidermolytic toxin can be 
overcome by extremely high levels of 
the toxin. 

The photographs were taken by Kenneth A. 


Arndt, MD. Ruth Kundsin, MD, performed the 
staphylococcal phage typing. 
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Isolation of 


Mycobacterium rhodochrous 
From a Cutaneous Lesion 


José M. Porres, MD, Providence, RI 


Mycobacterium rhodochrous was iso- 
lated from the skin of a knee lesion that 
was acquired following horseback riding. 
The location of the patient’s lesion and the 
finding of similar lesions in the horse sug- 
gest the possible transmission of the dis- 
ease from the horse to the patient. Clinical 
history and bacteriological data are dis- 
cussed. The suggestion is made that M rho- 
dochrous could be a pathogen in this case. 


T 1891, Overbeck described a spe- 
cies of Mycobacterium rhodoch- 
rous. Although this organism has 
been recovered from a variety of 
sources, such as plants, soil, and ani- 
mals,'? there are few reports of hu- 
man isolates.*4 In one of these re- 
ports, it is unclear whether the 
organism played a primary or a sec- 
ondary role. In those cases reported 
by Alture-Weber et al? it seemed to 
play a secondary role. We present 
here a case report of a patient with 
a skin condition in which M rhodo- 
chrous could have been the etiologic 
agent. 


Report of a Case 


A 17-year-old white girl (MH 23-09-92) 
visited the Dermatology Clinic at Miriam 
Hospital because she developed multiple 
pruritic skin lesions of approximately one 
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week's duration. The first one appeared on 
the anterior surface of the left thigh. Simi- 
lar lesions developed on the right leg be- 
low the knee and on the palmar surface of 
the left index and ring fingers. (The pa- 
tient recalled having gone horseback rid- 


. ing, wearing shorts and no gloves, several 


times two weeks prior to the development 
of the eruption. She had always ridden the 
same horse, and the horse had some type 
of superficial lesion on its flanks and back.) 
The patient had treated her lesions daily 
with 5% undecylenic acid and 20% zinc 
undecylenate in a water-washable oint- 
ment base (Desenex ointment) prior to her 
clinic visit. Personal and family history 
were noncontributory. 

Examination revealed papulovesicular 
lesions on an erythematous base forming 
complete circles, varying in size from ap- 
proximately 1 to 2 cm in diameter. The 
center of the largest lesion showed erythe- 
ma and fine scaling. 

Among the various diagnoses consid- 
ered were mycotic infection, nummular 
eczema, contact dermatitis and psoriasis. 
Fungus culture and a punch biopsy speci- 
men were obtained. The biopsy report was 
as follows: 

Hyperkeratosis and chronic inflamma- 

tory changes. Rete pegs show irregular 

extension into dermis. Some loosening 
of the epidermal cells noted, but no defi- 
nite vesicle or bulla formation. Dense 
round cell infiltration is noted in peri- 
vascular and dermal appendage areas. 

Epidermis is hyperkeratotic and con- 

tains Munro type abscesses. 

Acid-fast and Gram stains of the biopsy 
material were negative. 

The patient responded to aluminum 
sulfate-calcium acetate (Domeboro) soaks 
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and a cream containing 0.025% fluocino- 
lone acetonide and 0.5% neomycin sulfate 
(Neo-Synalar). Lesions cleared completely 
after treatment for one month, at which 
time cultures were negative for M rhodo- 
chrous. An intradermal purified protein 
derivative test was performed two months 
after lesions had cleared. 

The horse was examined, and lesions 
similar to those of the patient were found. 
These had just been treated with a copper 
sulfate solution with good response. Cul- 
tures taken at this time were negative. 


Bacteriology 


Culture material yielded a gram- 
positive, non-spore-forming, non- 
acid-fast rod with some branching. It 
grew on Sabouraud agar (Emmon’s 
modification) in 24 hours, producing 
dense, butyrous, wrinkled colonies of 
deep-pink color. It grew at 25 and 37 
C. There was growth on blood agar 
but not on MacConkey or Salmonella- 
Shigella agar. The culture produced 
urease (Christensen's urea agar), 
catalase (slide test), hydrogen sulfide 
(lead acetate paper), and turned lit- 
mus blue, indicating it was alkaline. 
Acid was obtained from glucose 
(weak), mannitol, and sucrose in 
Hugh-Leifson oxidation-fermentation 
medium but not in nutrient base 
broth. No acid was obtained from xy- 
lose, lactose, or maltose in either 
media. 

The following tests were negative: 
esculin hydrolysis, nitrate reduction, 
citrate utilization, indole production, 
gelatin liquefaction, oxidase produc- 
tion, growth on cetrimide and methyl 


412 Arch Dermatol/Vol 108, Sept 1973 


red. 

Following consultation with the 
Special Bacteriology Laboratory of 
the National Center for Disease Con- 
trol, we were informed that this cul- 
ture resembles others received at 
their laboratory as M rhodochrous. 
Corynebacterium equi was ruled out 
as a possibility because C equi usu- 
ally produces coccoid cells at first, 
which later become definitely bacil- 
lary. In addition, C equi usually pro- 
duces mucoid colonies and does not 
produce acid from mannitol-contain- 
ing media. 


Comment 


Alture-Weber and co-workers? are 
not sure whether this organism be- 
longs in the genus Mycobacterium, 
Nocardia, Corynebacterium, or per- 
haps in different genus. The National 
Center for Disease Control included 
M rhodochrous in their reference 
material of 1967, but it was with- 
drawn in 1969.5 Cowan and Steel? 
mention it without giving a source of 
reference. Blair et al? do not mention 
it. 

The acid-fast stain (auramine tech- 
nique) performed in our laboratory on 


this culture (one week old) was nega- _ 


tive. It has been suggested that this 
organism may lose its acid-fastness 
soon after isolation." 

The findings of M rhodochrous in a 
Skin lesion acquired following the rid- 
ing of a horse that had similar lesions 
suggests possible infectious origin 
and transmission of the disease. Defi- 


nite proof, however, is lacking, since 
the cultures taken from the horse 
were negative. Nevertheless, one 
cannot rely completely on this as 
evidence to rule out the transmission, 
since the horse had already been 
treated prior to the taking of the cul- 
tures. 

It may be that M rhodochrous has a 
capacity for human pathogenicity. 
The case described in this report is 
strongly suggestive of this idea, and 
this report was motivated by the de- 
sire to bring the observation to the 
attention of others who may have had 
similar experiences that were not 
reported. 
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Port-wine stain involving maxillary and man- 
dibular divisions of trigeminal nerve. Lesion 
near left eye is also port-wine stain. 
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Coats Disease 


A Condition That May Mimic 
the Sturge-Weber Syndrome 


LT Herbert B. Allen, MC, USN, 


LCDR Harry L. Parlette, MC, USN, Philadelphia 


A patient had probable Coats disease 
(telangiectatic retinal vessels that subse- 
quently cause retinal detachment and 
massive exudation). The dermatologic fea- 
ture of interest was an associated port- 
wine stain in the mandibular and maxillary 
divisions of the trigeminal nerve. The spec- 
trum of related disorders, including Sturge- 
Weber syndrome, Lindau disease, race- 
mose vessel disease, and ataxia telangiec- 
tasia, is considered. 


eritable or congenital vascular 

lesions involving the skin, eye, 
and brain (Sturge-Weber syndrome, 
Lindau disease, ataxia telangiecta- 
sia) have ordinarily been listed with 
the other phakomatoses (tuberous 
sclerosis and — neurofibromatosis). 
Other vascular anomalies including 
the Wyburn-Mason syndrome, Bon- 
net-Dechaume-Blanc syndrome, race- 
mose arteriovenous aneurysmal dis- 
ease, and Coats disease must also be 
included in any discourse on skin, 
eye, and brain vascular disorders. 
Recently we examined a patient who 
had a maxillary and cervical nevus 
flammeus, a retinal angioma, and no 
brain disturbance. This symptom 
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grouping does not permit the classifi- 
cation of the disorder as any of the 
syndromes just mentioned. Conse- 
quently, the object of this presenta- 
tion is to report the case of our patient 
and to discuss the clinical spectrum of 
the vascular disorders with which it 
may be associated. 


Report of a Case 


A 25-year-old black man who had a con- 
genital port-wine stain of his left cheek 
(Figure) and a retinal angioma (a group- 
ing of dilated peripheral vessels) of the left 
eye that was treated cryosurgically in 
1971 was admitted to the hospital for diag- 
nostic evaluation in July 1972. The pa- 
tient gave a medical history of excellent 
health, excessive food and alcohol intake, 
and no symptoms suggestive of central 
nervous system dysfunction. A family his- 
tory was noncontributory. A physical 
examination at the time of admission 
showed that the patient was moderately 
obese and had a port-wine stain involving 
the left cheek, left side of the neck, left 
pars flaccida and external ear canal, left 
portion of the soft palate, left portion of the 
undersurface of the tongue, portions of the 
left buccal mucosa, and parts of the left 
parietal area of the scalp. The patient also 
had a reddish-brown, discrete, confluent 
macular eruption on the chest and back 
that was potassium hydroxide-positive for 
short hyphae and spores. 

An ophthalmology consultant confirmed 
a chorioretinal scar of the fundus of the 
left eye that resulted from the 1971 cry- 
osurgical procedure. No other ocular le- 
sions were noted. 
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Differential Diagnosis of Coats Disease 


Findings 


inheritance 
Dominant 

partial 

trisomy?! 


Disease 





Skin Eye 
Port-wine Buphthalmos,’ 
stain2 glaucoma,' 
choroidal 
angioma,’ 
coloboma,?2 
heterochromia 
iridis,?? 
angioid streaks?* 





Dominant 
variable 
penetrances 


Lindau 





Unknown 


20-50 yr 


Centrai Nervous 
System 
Seizures, 
retardation 
oligophrenia, 
gyroform 
cerebral 
calcifica- 
tions? 


Other 


Telangiectatic 
hypertrophy 
of mucous 
membranes?* 








Angioma 
(hemangio- 
blastoma)s 


Pigmented or 
vascular 
nevi, 
café au lait 
spots? 


Cerebellar 
lesions 
preponder- 
antly? 


Multi-organ 
involvement? 





Retinal 
telangiectasis, '* 
massive exuda- 
tion with reti- 
nal detachment'é 


Telangiectases 
of face,‘* 
breast, 
conjunc- 
tiva,!* 
nail bed?» 





Wyburn- Dominant? 
Mason, Bonnet- 

Dechaume- 

Blanc, 

racemose 

arterio- 

venous 

aneurysm 


Birth 
(skin 
findings), 
young 
adult 
(neural 
findings) 


None 





Retinal arterio- 
venous aneurysm, !* 
retinal racemose 
vessels!* 


Facial nevi'? 
café au lait 
spots,'3 
no port-wine 
stains, 
facial 
racemose 
vessels'*.t5 





Autosomal 
recessive?s 


Ataxia 
telan- 
giectasia 


The following laboratory values, tests, 
and radiologic data were normal: complete 
blood cell count, urinalysis, rapid plasma 
reagin card test, serum urea nitrogen, glu- 
cose, liver function tests, amylase, lipase, 
cerebrospinal fluid chemistry studies and 
cell counts, chest and skull x-ray films, 
upper gastrointestinal tract series, an in- 
travenous pyelogram, and an electrocar- 
diogram. 

A brain scan was interpreted as showing 
increased peripheral activity on the left 
side in the area of the port-wine stain in- 
volving the left parietal area of the scalp. 

Thus, the patient showed a nevus flam- 
meus involving the maxillary and man- 
dibular divisions of the trigeminal nerve 
on the left side of the face and a retinal 
angioma of the left eye, but no other vas- 
cular lesions. The only diagnostic test that 
would further clarify the problem would 
be cerebral angiography. We thought that 
the use of this procedure in this young, 
healthy, asymptomatic man could not be 
justified. ) 


Comment 


The Table includes many features 
pertaining to the differential diagno- 
sis of this case. 
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Child- 


Midbrain 
vascular 
damage,'3 
cerebral racemose 
vessels!5 


Facial bone 
malformation! 





Telangiec- 
tases, 
ears, neck, 
face, hands, 
feet?5 


Conjunctival 
telangiectases?s 





Individuals. with  Sturge-Weber 
syndrome may have a trispympto- 
matic (eye, leptomeninges, and face), 
bisymptomatic (any combination of 
two separate areas), or monosympto- 
matic presentation.' The usual diag- 
nostic criteria for the Sturge-Weber 
syndrome are cutaneous angioma in 
the ophthalmic division of the trigem- 
inal nerve, seizures, gyroform cere- 
bral calcifications,  buphthalmos, 
glaucoma, mental retardation, and 
hemiparesis.^^ Rarely, the symptom 
complexes of the phakomatoses may 
overlap; for example, a patient with 
Sturge-Weber syndrome may have 
neurofibromas, hemangioblastomas, 
melanosis, or adenoma sebaceum.? 

In our patient, the compelling data 
are a port-wine stain in the maxillary 
division of the trigeminal nerve, with 
a total lack of vascular anomalies in 
the ophthalmic division, and the reti- 
nal angioma. With slight reservation, 
it may be said that if the port-wine 
stain does not involve the upper eye- 
lid or forehead, then the Sturge-We- 
ber syndrome cannot be present.? The 


Degeneration of 
cerebellar 
cortex and 
posterior 
columns?5 


immune 
deficiency, 
lymphoreticular 
malignant 
tumor 


"reservation" centers around cases in 


which “maxillary” stains were pres- 
ent either with seizures or with the 
capability of transmitting (geneti- 
cally) the stain or the seizures, or 
both.^* Moreover, in none of these 
exceptional cases was a retinal or 
choroidal angioma present. It is ap- 
parently possible to distinguish be- 
tween choroidal and retinal angio- 
mas: The choroidal form presents a 
honeycomb pattern that ordinarily 
lacks pigment, thus appearing lighter 
than its surroundings.! The retinal 
angioma, on the other hand, is clearly 
visible and will appear darker and 
stand out from the surrounding tis- 
sue. 

Our patient clearly does not have 
Lindau disease because his eye lesion 
was more a retinal telangiectasia 


than a hemangioblastoma. Even ear-- 


ly lesions in Lindau disease are 
tumors*' rather than vessel dilata- 
tions, as were present here. Further, 
the lack of family history of the 
disease? and the lack of cystic or 
hemangioblastic lesions in other 
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eS 


A 


A 


organs? lead one away from this diag- 
nosis. To be sure, many lesions may 
arise after the initial appearance of 
the retinal lesion; 20% of patients 
with Lindau disease initially have a 
retinal lesion’; the other important 
feature of the retinal hemangioblas- 
toma in this disease is bilaterality in 
50% of cases.'? Few cutaneous lesions 
have been reported in this disorder: 
pigmented or vascular lesions, or 
both, have occurred on the face,?1:12 
but none was as dramatic as this pa- 
tient's port-wine stain. 

The Wyburn-Mason syndrome," 
Bonnet-Dechaume-Blanc syndrome, +4 
and racemose or cirsoid arteriovenous 
aneurysms’ involve the retina, the 
midbrain, and rarely the face. One 
name for these three strikingly simi- 
lar syndromes would be preferable, 
and “racemose vessel disease” would 
probably be sufficient. The type of ret- 
inal change in this disorder is distinc- 
tive and is unlikely to be confused 
with telangiectatic dilatation of pe- 
ripheral retinal vessels, as was pres- 
ent in our patient. Two of 30 patients 
with racemose vessel disease had 
port-wine stains of the face —one in- 
volved the entire hemifacial area" 
and the other had no definite location 
cited. 

In our patient, Coats disease’ is 
much more difficult to rule out, espe- 
cially the early stage of the disease. 
This disorder begins with telangiec- 
tases visible in the retina, and this 
change is subsequently followed by 
massive exudation and dark, globular 
retinal detachment.'©!’ Further, cu- 


- taneous telangiectatic lesions in this 
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disease have been noted, especially in 
the European literature.!5?? How- 
ever, no mention has been made of 
associated port-wine stains. The prog- 


` nosis of Coats disease is related only 


to the eye, as opposed to Sturge-We- 
ber syndrome, which has multisys- 
tem importance. 

Ataxia telangiectasia has been in- 
cluded in the Table for completeness, 
but cannot be seriously considered in 
this case. The difficulty of what seri- 
ously can be considered is haunting. 
Coats disease would be the most tena- 
ble diagnosis based on the retinal 
ectasia, but port-wine stain in this 
condition is heretofore unreported. A 
forme fruste of the Sturge-Weber 
syndrome is possible, but is unlikely 
because of the retinal (vs choroidal) 
angioma. Racemose vessel disease 
and Lindau disease are untenable. 
Our case clearly belongs within this 
group of vascular disorders and prob- 
ably represents Coats disease, but it 
is impossible to be any more specific 
than that. 
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Leukemia Cutis 


Masquerading 


as Guttate Psoriasis 


Bruce Jay Berger, MD; Paul R. Gross, MD; 


Roger B. Daniels, MD; Barbara B. Lankton, MD, Philadelphia 


A 57-year-old white man clinically had 
acute guttate psoriasis and increasing 
weakness. However, histopathologic re- 
view of the skin biopsy specimen and bone 
marrow aspiration revealed leukemia cutis 
and acute myelomonocytic leukemia, re- 
spectively. To our knowledge, the clinical 
presentation of leukemia cutis as guttate 
psoriasis has not been previously reported. 
Other cutaneous manifestations of acute 
monocytic leukemia are reviewed. 


he cutaneous manifestations of 
monocytic leukemia have been 
well described and documented since 
1913 when Reschad and Schilling- 
Torgau first differentiated monocytic 
leukemia from the lymphatic and 
myelogenous types.! It has been noted 
over the years that specific cutaneous 
findings in lymphatic and myeloge- 
nous leukemia are rather rare where- 
as skin involvement in the monocytic 
variant is fairly common as well as 
extremely diverse in its presentation. 
We have recently diagnosed acute 
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myelomonocytic leukemia in a pa- 
tient who, when clinically presented 
to us, had acute guttate psoriasis. A 
biopsy specimen of a representative 
skin lesion revealed leukemia cutis. 
We feel this unusual phenomenon 
should be documented and added to 
the ever growing list of the cutaneous 
presentations of leukemia. 


Report of a Case 


On Oct 3, 1972, a 57-year-old white man 
was admitted to Pennsylvania Hospital for 
the evaluation of a widespread skin erup- 
tion and increasing weakness of approxi- 
mately five weeks duration. The skin le- 
sions began in late August with the onset 
of a papulosquamous eruption on the pa- 
tient's hands, with a rapid spread to in- 
volve his limbs, chest, and back, sparing 
only his face. The lesions were only mildly 
pruritic. The patient admitted to occasion- 
al and increasing weakness but denied 
vertigo, syncope, chest pain, gingival 
bleeding, or hematuria. He denied a fami- 
ly or personal history of eczema or psoria- 
sis. 

Physical examination showed a well- 
developed, well-nourished white man in 
no acute distress. Vital signs were within 
normal limits. Positive physical findings 
included slight conjunctival pallor, en- 
larged submandibular, posterior cervical, 
axillary, and epitrochlear nodes. The liver 
was palpated three finger-breadths below 
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Fig 1.—Erythematous, raised, scaling, gut- 
tate eruption on thighs and lower portion of 
legs. 


the right costal margin. The spleen was 
not palpated. The mucous membranes 
were normal. A widespread, erythema- 
tous, raised, scaling, guttate eruption was 
noted on the patient’s abdomen, arms, 
chest, buttocks, and legs (Fig 1). Thick 
scaling plaques up to 2 cm in size were 
noted on the patient’s knees and elbows. 
The Auspitz sign was easily produced on 
these plaques. Several lesions on the 
lower extremities (Fig 2) had a petechial 
or hemorrhagic collarette. On the patient’s 
back there was a widespread, slightly 
raised salmon-colored eruption (Fig 3). 
Several weeks before, the patient had 
noted an eruption in this same distribu- 
tion which was erythematous, raised, and 
scaling. This faded slowly to the present 
form. 


Laboratory Findings 


The complete blood cell count 
showed a hemoglobin level of 6.7 
gm/100ml with a hematocrit reading 
of 18%. The white blood cell count 
was 5,280/cu mm. A chest x-ray 
film, electrocardiogram, serum elec- 
trolytes, blood ureanitrogen, and 
blood glucose were within normal 
limits. Examination of the peripheral 
- blood smear showed normal red blood 
cells, decreased platelets, and approx- 
imately 10% blast forms with convo- 
luted nuclei. The bone marrow was 
hypercellular with decreased mega- 
karyocytes. Erythroid activity was 
markedly diminished with a M:E ra- 
tio of 20 to 1. The myeloid series was 
composed of approximately 40% 
blasts, which appeared monocytic; 
numerous Auer bodies were seen (Fig 
4). There was a maturation arrest 
with less than 5% mature polymor- 
phonuclear leukocytes. Because of 
the presence of both myeloblasts and 
monoblasts in the bone marrow, a 
diagnosis of acute myelomonocytic 
leukemia or Naegeli was made.” 
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Fig 2. — Scaling plaques on thigh with hemor- 
rhagic collarette. 





Fig 3.—Widespread slightly raised salmon- 
colored eruption on back. 


> 


Fig 4.—Bone marrow; note blast cells with 
Auer bodies (x 950). 





Fig 5.—Skin biopsy; note aggregations of 
large, atypical mononuclear cells in dermis 
(x 150). 


A skin biopsy specimen of a repre- 
sentative lesion on the thigh showed 
the overlying epidermis to be slightly 
acanthotic. Mild edema was noted in 
an occasional papilla. Aggregations 
of large, atypical mononuclear cells 
in the dermis were diagnostic of leu- 
kemia cutis (Fig 5). The characteris- 





tic histopathologic findings of psoria- 
sis were not noted. 

Over the ensuing six weeks, the 
patient was treated with multiple 
blood transfusions and a regimen 
consisting of both cytarabine, 3.0 
mg/kg of body weight subcutaneous- 
ly, and 6-thioguanine, 2.5 mg/kg of 
body weight orally, every 12 hours as 
described by Clarkson. The patient 
received a total of 30 doses of these 
medications, to the point of marrow 
hypoplasia. His skin eruption was 
treated conservatively with coal tar 
baths. A gradual fading of his origi- 
nal psoriasiform eruption was noted, 
almost totally resolving in most are- 
as. This was replaced by a diffuse pe- 
techial rash especially on his lower 
extremities and areas of pressure. 
Gingival hypertrophy and gingivitis 
became pronounced. Despite the re- 
sponse of the patients marrow to 
therapy, the patient died before mar- 
row recovery. 


Comment 


Acute myelomonocytic leukemia 
does not show a peaked age incidence 
and is equally distributed throughout 
life with a ratio of three male patients 
affected to two female patients.‘ In 
about 10% of patients, it begins insid- 
iously as "smoldering acute leuke- 
mia" and over a period of months 
progresses with mild disabilities due 
to anemia, infection, bleeding, or 
bone pain. The majority of patients 
have more severe debility and more 
marked anemia and thrombocyto- 
penia than our patient. 

The percentage of leukemia pa- 
tients who exhibit cutaneous lesions 
varies from study to study. According 
to Braverman,’ the range is between 
10% and 50% in patients with mono- 
cytic leukemia and between 696 and 
20% in lymphocytic and granulocytic 
leukemia. Monocytic leukemia often 
affects the entire skin surface. The 
oral and cutaneous lesions are more 
florid than in other types of leukemia. 
Marked gum hyperplasia with a fria- 
ble gingiva is often noted. The colora- 
tion of the macules, papules, or tu- 
mors varies from pink to red-brown to 
purple.’ 

Leukemia cutis is not a clinical 
diagnosis. A biopsy is essential and 
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the specific cell type cannot always be 
identified with certainty. Leukemia 
cutis can mimic many other dermato- 
logic entities. Its subtle nature and 
ability to masquerade as many other 
benign dermatoses has fooled even 
the most, astute clinician. Leukemia 
cutis may appear to be rosacea, lupus 
erythematosus, or a fungal infection®; 
secondary syphilis’; mycosis fun- 
goides, cutaneous sarcoid, or eczema- 
tous eruptions®; esthiomene’; or vesi- 
cobullous disease.” : 
According to Bluefarb," there ap- 
pears to be no definite clinical distinc- 


tion between the toxic or nonspecific : 


cutaneous lesions and the true tu- 
mors or specific cutaneous lesions of 
leukemia. Nonspecific or toxic erup- 
tions have been referred to as leu- 
kemids. These include prurigo-like 
papules, purpura, vesicobullous le- 
sions and erythematomacular le- 


1. Reschad H, Schilling V: Über eine neue 
leukümie durch echte ^ übergangsformen 
(splenazytenleukümie) und ihre bedeutung für 
die selbstündigkeit dieser zellen. Munch Med 
Wochenschr 60:1981-1984, 1913. 

2. Naegeli O: Blutkrankheiten und Blutdi- 
agnostik, ed 5. Berlin, J Springer, 1931. 

3. Clarkson B: Acute myelocytic leukemia in 
adults. Cancer 30:1572-1582, 1972. 

4. Boggs DR, Wintrobe NM, Cartwright GR: 
The acute leukemias: Analysis of 322 cases and 
review of the literature. Medicine 41:163-225, 
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sions. Other nonspecific entities 
which have been associated with leu- 
kemia- are hypertrophic gingivitis, 
mucous membrane bleeding, general- 
ized wasting, pruritus, exfoliative 
dermatitis, herpes zoster, erythema 
nodosum, erythema multiforme, hy- 
perpigmentation, pyoderma, and ery- 
throderma. 

Freeman and Koletsky!? have aptly 
described the changes in the configu- 
ration of leukemia cutis as one of 
transformation and progression. Var- 
iations in the skin process are detect- 


ed daily. Often the eruption evolves 


with a rapid increase in size and a 
change in color from red to bluish red. 
Involution varies in time from days to 
months. The lesions become dusky 
and either fade away entirely or leave 
gray or pale yellow macular skele- 
tons.” 

Our patient's skin process fits well 


References 


1962. 

5. Rheingold JJ, et al: Smoldering acute leu- 
kemia. N Engl J Med 268:812-815, 1963. 

6. Braverman IM: Skin Signs of Systemic Dis- 
ease. Philadelphia, WB Saunders Co, 1970, p 
101. 

7. Mercer ST: The dermatosis of monocytic 
leukemia. Arch Dermatol Syphilol 31:615-635, 
1935. 

8. Montgomery H, Watkins CH: Monocytic 
leukemia; cutaneous manifestations of the Nae- 
geli and Schilling types: Hemocytologic differen- 


into this scheme of transformation 
and progression. It began clinically as 
classic guttate psoriasis. After sever- 
al weeks, as the hematologic process 
worsened, the skin process began to 
subside with a decrease in erythema 
and scaling. A petechial element be- 
came prominent on the patient's ex- 
tremities, and only dusky yellow 
macüules remained on the once vivid 
red plaques. 

Our patient adds a further dimen- 
sion to the already variable picture of 
leukemia cutis. This unusual presen- 
tation of a lethal disease should again 
alert the dermatologist to the impor- 
tance of a careful, thorough history 
and physical examination, as well as 
the value of a skin biopsy. 
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Us 


Everyone knows, 
dexamethasone Is 
a weak steroid. 


Right? 





Wrong. 
And we can prove it. 


10 
| i T 9 Aeroseb-D 
Xeroseb-D '*. as effective as PIuncno onenig 
luocinolone acetonide in seborrheic : 
lermatitis. z Treatment Started Treatment Stopped 





Study #1 suggests in a special double blind clinical trial, 
vat Aeroseb-D is as effective as fluocinolone acetonide in the 
'eatment of seborrheic dermatitis. 

Nineteen adult males with seborrheic dermatitis of the scalp 
ated moderate to severe, were randomly divided into two groups. 
ne was treated with Aeroseb-D and the other with fluocinolone 
cetonide 0.01% solution. The subjects were treated once daily 
or twenty-four days, then evaluated independently three separate 
mes at four-day intervals following the end of treatment. 3 

The clinical investigator concluded that “both agents were 
ffective. It was not possible to distinguish between them.’ (1) 2 
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\eroseb-D...as effective as 
luocinolone acetonide in dandruff. E 


Study #2 suggests that, in a double blind clinical trial, M Flupeinoione CODO IUE 
.eroseb-D is as effective as fluocinolone acetonide in controlling 
?vere scaling in dandruff. 

Twenty-four subjects with severe dandruff were divided 
indomly into two groups, one treated daily with Aeroseb-D and 
1e other treated daily with fluocinolone acetonide 0.01%. Each 
abject was examined weekly for scaling, inflammation, oiliness, 
ianageability and itching. The clinician evaluating these symptoms 
'as unaware of what treatment was being used on each patient. 
ollowing the completion of once daily treatment for four weeks, : 
1e subjects were examined weekly for another three weeks to 
ieasure the rate of recurrence. The investigator concluded that... 
Both preparations are effective in the treatment of dandruff. 
lifferences between the two groups (of treated subjects) are minor 15 23 28 35 42 56 PA 


nd should not effect overall usage of either preparation.” (2) T t 
Initial Rating Treatment Days Follow-Up Days 
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LERA S ). Aeroseb-D 
\eroseb-D...as effective as fluocinolone No o 
icetonide in a vasoconstrictor assay. 


Study #3 demonstrates that dexamethasone applied in the 
eroseb-D dosage form produces vasoconstriction equal to or 
eater than fluocinolone acetonide in a 0.01% commercially 
vailable solution. 

Relative absorption of topically applied steroids can be 
ssayed using vasoconstriction as the index of comparison. (3) 
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ES - 
revious studies have shown topical fluocinolone acetonide to 8 i j || 
ive much greater vasoconstriction activity than topical E 
?xamethasone: (4) However, when an equal therapeutic dose* of à 8 2 [| b: 
1ocinolone acetonide .01% solution in propylene glycol and 3 4 f a b |: i 
>xamethasone alcohol (Aeroseb-D — dexamethasone) in an i E E B E 8 : ES 
cohol-based aerosol system were compared for vasoconstrictor 1 q E. 5 D 1 d 8 
itivity the Aeroseb-D dexamethasone system produced an equal b ES B B * 
"slightly greater vasoconstrictor effect. (5, 6) x i $ a | 
qual doses are Aeroseb-D = 0.01cc. Fluocinolone acetonide solution = 0.01cc, ra Es 3 B £ z E 
dged by the investigator to be therapeutically equivalent 0 , 3 T P. t. A LJ t J 18 
a practical clinical situation — 
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Aeroseb-D 


The versatile steroid spray. 


E The first fluorinated steroid in the proven Aeroseb aerosol system. 

Wi Dual use design; with applicator tube for steroid-responsive dermatoses 
of the scalp, without applicator tube for treating dermatoses on other 
areas of the body. 

Bi Delivers effective fluorinated steroid medication directly to the site 
of inflammation. 

ll Cosmetically superior...won't coat, muss or mat the hair. 


E Designed to deliver more treatments per gram than other aerosol sprays. 


For the Scalp: 


Aeroseb's unique applicator tube 
gets the steroid to the site of inflammation 
without disturbing the hair. 


For Other Body Areas: 


Without the applicator tube (simply 
pull it out) Aeroseb-D is effective in 
treating other dermatoses. Because 
Aeroseb-D possesses a lower pressure 
than other steroid sprays, less is wasted 
by the patient. 





Aeroseb-D (dexamethasone) topical aerosol spray 


DESCRIPTION: Each aerosol contains: 15 Gm.* 90 Gm. 


dexamethasone .. al 10 mg. 
alcohol (41.9% by weight)... .-.....-..2. «1 sssscnacedenvunscpteharducedewavvsvecrendejncencsee . y 37.7 Gm. 
with: isopropyl myristate and propellant (dichlorotetrafluoroethane). 

Each 1 second of spray dispenses approximately 0.023 mg. of dexamethasone. 

“Sample size only—not available for sale. 

INDICATIONS For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindicated in viral diseases of the skin such as varicella 
and vaccinia. 

Topical steroids are contraindicated in those patients with a history of hypersensitivity to any of the 
components of the preparation. 

This preparation is not for ophthalmic use. 

Topical steroids should not be used when circulation is markedly impaired. 

WARNINGS USAGE IN PREGNANCY: Although topical steroids have not been reported tohave an 
adverse effect on the fetus, the safety of their use in pregnant females has not absolutely been 
established. Therefore, they should not be used extensively on pregnant patients, or in large amounts, or 
for prolonged periods of time. h 
PRECAUTIONS |í irritation develops, the prodigi should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be 
instituted. If a favorable response does not occur promptly, the corticosteroid should be discontinued 

until the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is used, the possibility exists of increased 
systemic absorption of the corticosteroid and suitable precautions should be taken. 

When used about the face, the eyes should be covered and inhalation of the spray should be avoided. 

This medication contains alcohol. It may produce irritation or burning sensations in open lesions. ` 
ADVERSE REACTIONS The following local adverse reactions have been reported with topical 
steroids, either with or without occlusive dressings: burning sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin atrophy, striae, hypertrichosis, acneform eruption and 
hypopigmentation. 










1) G. S. Herbert Laboratories Report Series No. 7, 1973 (report available on written request). 
2) G. S. Herbert Laboratories Report Series No. 6, 1973 (report available on written request). 
3) McKenzie, AW. and Stoughton. R.B. Method for Comparing Percutaneous Absorption of 


Steroids. Arch. Derm. 86: 608-610, 1962. D 
4) McKenzie, AW. Percutaneous Absorption of Steroids. Neh Dem 86: 61t614; 1962. 
5) US. Patent #3,730,182. ; NA \\ 


6) G. S. Herbert Laboratories Report Series No. $1973. (report uic on written request). 
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Lubriderm after 
breakfast will last — 
through lunch. 


Lubriderm’s precise oil-in-water emulsion works in three 
effective stages for long-lasting relief from dry skin discomfort. 
First, Lubriderm’s aqueous outer phase provides 
supplemental moisture to cool and help soften dry skin. Next, 
the inner phase emollients and humectants form a non- 
sticky, non-greasy protective film. 
Finally, Lubriderm’s soothing protection remains on the 
_skin for hours, allowing the supplemental moisture to hydrate 
"the skin . . . and helping prevent further loss of natural 
moisture. 
E When you recommend Lubriderm, you recommend 
long-lasting relief for dry skin. 





















Lubriderm 
Lotion 


for dry skin 
contains lanolin 
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ind windburn: Smooths 
silly into skin, without stickine 
's neither greasy nor o 
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TEXAS PHARMACAL COMPANY San Antonio, Texas 78296 
The company that cares for vour patients’ skin. 





Letters to the Editor 


The intent of the Letters section 
is not only to remark about previous- 
ly published manuscripts, but also to 
offer a new observation, a new tech- 
nique, or to describe an interesting 
patient. An attempt is made to pub- 


lish most letters that are received. 


without subjecting them to multiple 
critical reviews, and proved scientific 
validity is not a prerequisite factor. 
— Eps. 


Drug Names in Communication 
by Ishibashi et al 


To the Editor.—In the March issue 
of the Arcurves (107:427, 1973), I 
noted in the article entitled “Photo- 
sensitive Dermatitis Due to Pyriti- 
nol" authored by three doctors from 
Tokyo that "pyritinol is a compound 
of two' molecules of pyridoxine bound- 
ed (sic) through -S-S- linkage . . .” 


and that it was used in the treatment 
of cerebral arteriosclerosis. Because 
this was allI could find about the drug 
in the article and because I knew 
nothing more about it, I searched 
through (1) AMA Drug Evaluations, 
ed 1, 1971; (2) American Drug Index, 
1973; (3) Physician's Desk Reference, 
ed 27, 1973; (4) The Pharmacological 
Basis of Therapeutics, ed 4, 1970; and 
(5) Modern Drug Encyclopedia, ed 12, 
1973. Much to my disappointment, I 
could not find the drug listed in any of 
these publications. 

I concluded, therefore, that the 
drug is not well-known in the United 
States, and consequently, I would like 
to suggest when you publish reports 
dealing with drugs that are not well- 
known in the United States that you 
include adequate descriptive state- 
ments concerning the drug. This, of 
course, would be helpful to the reader 
who is unfamiliar with the drug and 
who is unable to learn more about it 
from some of the readily available 
drug information sources. 

GEORGE X. TRIMBLE, MD 
Kansas City, Mo 





Composition of Pyritinol 


To the Editor. I have received a let- 
ter of inquiry as to the composition of 
pyritinol. 

The chemical formula of pyritinol 
follows: bis[3-hydroxy-4-hydroxy- 
methyl-2-methylpyridyl-(5)-methyl]- 
disulfide dihydrochloride monohy- 


drate. The structure is shown in the 
Figure. 

The references in which this infor- 
mation appears are Wiener Medizin- 
ische Wochenschrift (114:105, 1964); 
Arzneimittel-Forschung (14:26, 1964); 
and Med Exp (7:144, 1962). 

AKIRA ĪSHIBASHI, MD 
Tokyo 


Pyrithioxin Hydrochloride (Pyritinol) 


CH,OH 


HO- N- cHy-S-S-H»c AH 
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OH Mol Wt: 459.41 
(anhydrous: 441.41) 
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Allergic Contact Dermatitis to 
Dinitolmide 


To the Editor.—Commercially pre- 
pared animal feed contains several 
growth stimulants, hormones, vita- 
mins, antiinfectious agents, miner- 
als, antioxidants, and other additives. 
The handling of the feeds may lead to 
allergic contact dermatitis to these 
additives. 

Recently, Neldner described, in the 
ARCHIVES (106:722-723, 1972), two 
patients (a 13-year-old girl who fed a 
pig each day and a 39-year-old hog 
rancher) who were allergic to tylosin 
(Tylan) and nitrofurazone (Furacin) 
present in animal feed. Contact der- 
matitis to tylosin in animal feed was 
reported earlier by Preyss! and to ni- 
trofurazone by Scharfenberg.? Other 
animal feed additives to which aller- 
gic contact dermatitis have been 
found to occur are quinoxaline-di- 
oxyde, ethoxyquin,! and cobalt5 In 
the present communication we will 
report a case of contact dermatitis to 
dinitolmide (Zoalene), a compound 


added to poultry food to control an 


outbreak of coccidiosis. 


Report of a Case and Patch Test 
Results 


A man, 27-years-old, worked for 
2!/» years in a poultry-food factory. 
For about a year he complained of 
eczema on the interdigital area of 
both hands, which improved signifi- 
cantly during holidays. Patch tests. 
were performed with a standard se- 
ries of common contact allergens in- 
cluding the allergens 001 to 020, as 
recommended by the International 
Contact Dermatitis Research Group? 
and with 27 materials regularly used 
in the factory. Patch testing was per- 
formed on the back of the patient ac- 
cording to methods recommended by 
the International Contact Dermatitis 
Research Group.5 The patches were 
removed after 48 hours and the reac- 
tions were read after 48 and 72 hours. 
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The substances were applied on Scan- 
dinavian silver patches. Patch tests 
with common allergens were nega- 
tive. 

Of all 27 materials tested, many of 
which were animal feed additives, 
some of which have been known to 
produce allergic reactions, only dini- 
tolmide (3,5 dinitrotoluamide) was 
found to give rise to positive tests. It 
is added to chicken food in order to 
control outbreaks of coccidiosis. Patch 
tests with dinitolmide in five control 
persons were negative. Dinitolmide is 
a dinitrobenzene derivative. To ascer- 
tain the chance of crossallergic reac- 
tions tests were performed with six 
other (di)nitrobenzene components, 
eg, chloramphenicol (2% in petrola- 
tum) and 1% solution in acetone of 
3,5-dinitrobenzoic acid; 4-nitrophen- 
ol; 2,4-dinitrophenol; 2,4 dinitro- 
anisole; and 4,6 dinitro-orthocresol. 
The tests were negative. 

Eric BLEUMINK, PhD 
JOHAN P. Nater, MD 
Groningen, Netherlands 
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Azathioprine and 
Pemphigus Vulgaris 


To the Editor.—We were pleased 
that in their article published in the 
AncHIVES, Drs. Roenigk and Deod- 
har have confirmed that azathioprine 
gives good results in the treatment of 
pemphigus (107:353, 1973). The three 
patients we reported (Br Med J 3:84, 
1970) as having an excellent response 
to azathioprine have since remained 
under good control. One patient re- 
mains well, apart from occasional 
mouth blisters, receiving 150 mg aza- 
thioprine daily, and another is well 
controlled by only 50 mg daily. The 
third patient, who had been unable to 
manage with less than 7.5 mg predni- 
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sone daily for four years prior to aza- 
thioprine, was asymptomatic without 
prednisone after six months of aza- 
thioprine treatment. Since she ap- 
peared to be in complete remission, 
azathioprine was gradually reduced 
and finally discontinued in April 
1970. Since then, there has been no 
relapse. 

Since our original report, however, 
we have treated other patients with 
pemphigus in whom the response has 
been less satisfactory. Three patients 
have been unable to tolerate the drug 
because of side-effects and a fourth 
patient has relapsed on two occasions 
while taking azathioprine, 150 mg 
daily. We hope to publish details of 
these and other patients in the near 
future, but there is now sufficient 
evidence to warrant a controlled trial 
of azathioprine compared with ster- 
oids in the maintenance therapy of 
pemphigus vulgaris. 

JOHN L. Burton, MD, BSc, MRCP 

MarcorLM W. GREAVES, MD, PhD, 

MRCP 

Newcastle upon Tyne, England 


Scabies Scraping 


To the Editor.—This letter is in 
regard to the article written by Mull- 
er et al in the AncHIVES (107:70, 
1973) concerning using sterile miner- 
al oil in obtaining scrapings for sca- 
bies. 

For the past 12 years, we have 
found immersion oil handy and help- 
ful in obtaining more "exciting" sca- 
bies preparations. 

We would like to add several minor 
points to the article by Muller and co- 
workers: 

1. Immersion oil is adequate and 
handier than sterile mineral oil. 

2. Attempt to carefully slice off the 
entire burrow (Fig 1) instead of re- 


Fig 1.— Classic serpiginous burrow on penis. 








Fig 2.—Burrow under immersion oil. Note 
large oval eggs and small black feces in burrow 
with mite at distal end (original magnification 
x 40). 


peatedly scraping, which may destroy 
the structure and relationships of 
feces, eggs, and mites (Fig 2). 

3. Place the oil on the slide, not the 
patient. 

4. A magnifying lamp is helpful in 
detailing burrows and mites. 

5. A higher percentage of burrows 
are found on the genital area than 
any other site. Thus, the maxim 
taught to our doctors is that "itching 
on the penis is scabies until proven 
otherwise." 

AxEL W. Hoke, MD 
San Francisco 


Scabies 


To the Editor.—It is difficult to 
demonstrate the mite Acarus scabiei 
in skin scrapings. In the ARCHIVES, 
Muller et al advocate that the use of 
mineral oil can increase the incidence 
of positive diagnosis (107:70, 1973). 
We have found that slicing the papule 
off the skin and mounting the tissue 
in 10% potassium hydroxide or water 
(depending on the thickness of the 
specimen) yields a high rate of posi- 
tive results. One can often demon- 
strate both the adult mite and the ova 
in the same preparation. The pro- 
cedure is done with a No. 15 blade, 
without anesthesia. It is simple, 
quick, and rewarding. 

Georce R. MrikHAiL, MD 
Epwarp A. KRULL, MD 
Detroit 


Psoriatic Flora 


To the Editor.— The study pub- 
lished in the ARCHIVES by Marples et 
al is not “the first to provide quantita- 
tive data on the aerobic flora of pso- 
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riatic patients” (107:568, 1973). Our 
prior study (NY State J Med 72:1247, 
1972) was done in depth (by the tape- 
stripping technique) while their 
study only touched the surface (by 
detergent-scrub technique). They 
confirmed our findings that the flora 
of psoriatic plaques is quantitatively 
greater but not qualitatively different 
from symmetrical normal skin. The 
plaques tend to pick up and carry 
Staphylococcus aureus. 

Lest this deprive psoriatic patients 
of needed elective surgery, we empha- 
size that the plaques can easily be 
sterilized preoperatively, whether 
carrying gram-positive or gram-neg- 
ative bacteria. 

YELvA L. LYNFIELD, MD 
GEORGE OsTRoFF, MA 
Brooklyn, NY 


Dermal Role and Controls 
in Psoriasis 


To the Editor.—While the clinical 
manifestations of psoriasis are epi- 
dermal, ie, scales, erythema reflects a 
dermal component. Currently, how- 
ever, the importance of the dermis, 
either as an integral part of the der- 
moepidermal unit or as site of prima- 
ry stimuli for epidermal change, is 
overshadowed by attention directed 
at epidermal events. 

Previous work! has indicated that 
the epidermal response can indeed be 
modified by dermal changes over lim- 
ited periods of observation. Recently, 
we had the opportunity to observe a 
patient on whom electrodesication 
procedures affecting the dermis, per- 
formed nine years earlier, imposed 
restraints on lesion manifestations 
that persisted over those years. The 
observations we report provide a ba- 
sis to reflect once more on the nature 
of this puzzling disease. 


Report of a Case 


A 44-year old man who has had exten- 
sive psoriasis since 1948, was included ina 
series of studies in 1964 during which one 
of us electrodesicated the letters ED into a 
large plaque of psoriasis on his left upper 
arm. The letters healed and remained clin- 
ically free of psoriasis for a 12-week 
period of monitoring. For the next nine 
years, the patient was not available for fol- 
low-up and when seen again was still al- 
most completely covered with confluent, 
scaly, erythematous plaques. Within the 
psoriatic plaque on the upper part of the 
left arm, clinically clear skin in the pat- 
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TA a T MID UP 
Fig 1.—Site of electrodesication of letters ED 


into psoriatic skin nine years earlier. Letters vis- 
ible as persistent uninvolved skin. 








psoriasis 


characteristic of 
(hematoxylin-eosin, original magnification x 92). 


histologically 
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Fig 3.—Skin from clinically normal appearing 
skin of letter E is histologically near normal 
(hematoxylin-eosin, original magnification x 92). 


tern of the letters ED remained visible 
(Fig 1). 

A biopsy specimen of the immediately 
adjacent skin revealed the typical histo- 
logic changes of psoriasis (Fig 2). A biopsy 
specimen of the E showed relatively nor- 
mal dermis and epidermis (Fig 3). 

The patient relates that the letters re- 
main visible as clear skin at all times ex- 
cept when his disease is maximally exac- 
erbated, at which time the letters become 
partially masked by overlapping scales. 


Comment 


Psoriasis is considered by some to 


be basically a disease of epidermal 
growth. Indeed, there has been no 
firm evidence that any dermal factor 
is of primary importance in the path- 
ogenesis of psoriasis? Nevertheless, 
dermal support is necessary. The epi- 
dermal hyperplasia in psoriasis is 
permitted primarily by an expansion 
of the germinative cell population 
through upward proliferation of the 
dermal papillae, and the size of the 
epidermal cell population is directly 
proportional to the size of the dermal 
papillae.* Also, it seems relevant that 
damage to both epidermis and dermis 
has been found necessary to evoke 
the Koebner phenomenon.* 

Thus, it is not surprising, as has 
been reported in the past, that de- 
struction of the dermal papillae pre- 
vents the epidermal hyperplasia of 
psoriasis directly over the damaged 
site.’ A new finding presented by this 
case is the apparent permanence of 
this correlated dependency. For a pe- 
riod of nine years, the electrodesi- 
cated ED has remained free of psoria- 
sis, while the surrounding area has 
been constantly involved. 

With increasing knowledge, the 
traditionally held view that the pri- 
mary defect in psoriasis lies solely 
within the epidermis seems less at- 
tractive. This is not to say that the 
sole defect in psoriasis will be found 
in the dermis. Rather, it seems proba- 
ble that the dermoepidermal unit as a 
whole reacts abnormally. Sustained 
efforts should be made to understand 
this reaction system, with its interre- 
lated inhibitory and stimulatory 
mechanisms. 

Davin A. GaEKIN, MD 
EUGENE J. VAN Scott, MD 
Philadelphia 
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Fluorescent Technique for 
Identification of Candida albicans 
From Skin Scrapings 


To the Editor.— At times, differen- 
tiation of Candida from dermato- 
phyte infection on potassium hydrox- 
ide preparations may be difficult, es- 
pecially if only pseudomycelia are 
seen. While cultures may take only 
24 to 48 hours to grow Candida albi- 
cans, often immediate diagnosis may 
be required. Immunofluorescent iden- 
tification of C albicans from culture 
media has been available for several 
years (Sabouraudia 5:323, 1967). 
While identification of C albicans 
from direct immunofluorescence of 
vaginal secretions has been reported 
by Fribourg-Blanc (Ann Biol Clin 28: 
269, 1970), we could find no reports of 
immunofluorescent studies for C albi- 
cans done on skin scrapings. 


Materials and Methods 


Seven consecutive patients with clinical 
candidiasis were examined. All had either 
budding yeast cells or pseudomycelia or 
both present in 10% potassium hydroxide 
preparations. All skin scrapings from 
these patients were subsequently shown to 
be culture positive for C albicans. Immu- 
nofluorescence of culture material was 
also shown to be positive for C albicans. 

Skin scrapings were obtained from each 
patient from the areas involved. One-half 
of the material was used for standard 10% 
potassium hydroxide examination; the 
other half for the immunofluorescent tech- 
nique. The scales were placed on two flu- 
orescent antibody microscope slides, a 
drop of sterile distilled water added to 
each, and after air drying, they were 
gently heat fixed. One or two drops of flu- 
orescent antibody (FA) to C albicans was 
added to one slide and several drops of FA 
rabbit globulin added to the second. The 
FA rabbit globulin was used to determine 
if nonspecific fluorescence of the organ- 
isms occurred. The slides were then incu- 
bated in a closed Plexiglas box with a 
moist atmosphere for 45 minutes at room 
temperature after which the excess conju- 
gate was drained off. Both slides were then 
placed in FA buffer for ten minutes with 
two changes of buffer. Both slides were 
then allowed to air dry, and mounted with 
a drop of FA mounting fluid. Using a flu- 
orescent microscope, approximately 50 
high dry fields were examined for each 
slide. Criteria used for positive results 
were the presence of yellow-green, fluores- 
cent, budding yeast cells, pseudohyphae, 
or both. 
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Results 


All slides stained with the FA rab- 
bit globulin were negative indicating 
that nonspecific fluorescence did not 
occur. Slides of skin scrapings from 
all seven patients with subsequent 
cultures positive for C albicans 
showed several fields of brightly flu- 
orescent budding yeast cells with oc- 
casional fluorescent pseudohyphae 
with FA C albicans antibody stains 
(Figure). 





Numerous budding yeast cells are present. 


Comment 


Our results with the fluorescent 
antibody technique on skin scrapings 
for C albicans agree with the results of 
Fribourg-Blanc on fluorescent stain- 
ing of C albicans in vaginal secre- 
tions. He found 95 positive studies 
from vaginal smears compared to 103 
eventual positive cultures. In the 
Manual of Clinical Microbiology, 
Blair et al have stated that no single 
specific fluorescent antisera for rou- 
tine clinical diagnosis of C albicans is 
available due to the high degree of 
cross reaction of the antisera (page 
391). However, the FA technique can 
be helpful in aiding the clinician in 
rapidly distinguishing between C al- 
bicans and a dermatophyte infection. 


The increasing emphasis of fluores- 
cent microscopy for the diagnosis of 
various dermatologic diseases such as 
lupus erythematosus, dermatitis her- 
petiformis, the pemphigus group, bul- 
lous pemphigoid, and now candida 
will necessitate that the practicing 
dermatologist have access to this di- 
agnostic method. 

MAJ Torvo E. Rist, MC, USAF 
JAN M. Caves, MS 
Augusta, Ga 


The views expressed are those of the authors 
and are not necessarily those of the Department 
of Defense or the US Air Force. 


Hydroxyurea Therapy 


To the Editor.—The excellent arti- 
cle on hydroxyurea treatment of pso- 
riasis by Moschella and Greenwald 
that appeared in the ARCHIVES (107: 
363, 1973) described the development 
of an influenza-like syndrome associ- 
ated with a purpuric papular vasculi- 
tis found on the lower extremities in 
several patients. 

We encountered a similar compli- 
cation in a patient in our hospital. 


Report of a Case 


A 44-year-old white man with a greater 
than 20-year history of psoriasis claimed 
previous treatments at various times in- 
cluded orally administered steroids, meth- 
otrexate, and colchicine, although there 
are no documented records to support his 
history. Treatments for the last five years 
included only topically applied tar and 
steroid preparations, in combination with 
ultraviolet light. 

On admission to the hospital, the skin 
had extensive, discrete, and confluent red 
papulosquamous eruptions, which formed 
plaques on the head, chest, sacral area, 
and thighs. 

Results of extensive laboratory studies 
were entirely within normal limits. 

Initial treatment consisted of bed rest, 
orally administered antihistamines, tar 
baths, ultraviolet light, and topically ap- 
plied steroids. The patient suddenly devel- 
oped new, scattered, pustular psoriatic le- 
sions on his trunk and extremities. All 
topical treatments were stopped; sooth- 
ing baths and bland ointments were sub- 
stituted. 

During the next two weeks, no new le- 
sions appeared; there was no marked im- 
provement in existing lesions. Throughout 
this time, the patient complained of per- 
sistent widespread pruritus. Orally ad- 
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ministered hydroxyurea, 500 mg twice 
daily, was begun. Within seven to eight 
days, there was subjective improvement. 
However, on the tenth day, firm purpuric 
papules were found over the lower parts of 
the legs, several with central ulceration 
and crusts. There was no documented fe- 
ver or other signs of an upper-respiratory 
tract infection. The hydroxyurea therapy 
was discontinued. 

A biopsy specimen of a nodule revealed 
an allergic vasculitis in the upper and 
middle dermis with fibrinoid changes in 
the vessel walls, prominent endothelial 
cells, numerous eosinophils and neutro- 
phils with occasional karyorrhexis in the 
lumina and walls, and some extravasated 
red blood cells. 

The lesions were treated conservatively 
with hydrogen peroxide, and then topical- 
ly applied steroids. They slowly resolved 
and hypopigmented areas were seen. 


Comment 


Although ulcerated papular lesions 
of an allergic vasculitis appeared 
within ten days of the start of hydrox- 
yurea treatment, it is of course possi- 
ble that this association is only a 
chance occurrence. Perhaps other 
investigators have noted similar 
complications using this drug, and 
can corroborate Moschella’s, Green- 
wald’s and our experiences. If so, this 
appears to be another important, al- 
though unusual, complication of hy- 
droxyurea therapy. 

LYNNE DIANE Rog, MD 
J. WALTER WiLsoN, MD 
Long Beach, Calif 


Varicella, Herpes Zoster Infections, 
and Congenital Defects 


To the Editor.—Several recent re- 
ports have attempted to link multiple 
abnormalities of infants to varicella 
infection of the mother during the 
early months of pregnancy." This is 
somewhat analogous to the congeni- 
tal rubella syndrome. 

It is unusual for varicella to occur 
in pregnancy. Probably this is be- 
cause so few women of the child-bear- 
ing age are still susceptible to infec- 
tion with varicella virus. 

However, herpes zoster is not un- 
common in such women. Since herpes 
zoster and varicella are caused by the 
same virus, it is evident that children 
born of mothers who had herpes zos- 
ter during the first trimester of preg- 
nancy should be followed up and care- 
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fully examined immediately after 
birth. 

One authority has seen fit to advise 
therapeutic abortion in a mother who 
develops varicella during the early 
months of pregnancy? because of re- 
ports of such congenital defects. It is 
only through careful follow up of the 
children born that any association 
between herpes zoster and congenital 
defects will be found. Dermatologists 
are the likeliest people to be able to 
make such an association, if it exists. 

DoNaArD ROSENTHAL, MD, FRCP(C), 
Neri Morris, MD, FRCP(C), 
Hamilton, Ontario, Canada 
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Phytodermatitis From Hydrangeas 


To the Editor, Case 1. — A 59-year- 
old florist complained of an itchy rash 
on his hands for several weeks and 
was first seen on March 20, 1970. 
There was no history of skin disease, 
and there was no family history of 
atopy. 

There was an erythrovesicular 
eruption affecting the dorsal aspects 
of the hands symmetrically, especial- 
ly on the posterior and lateral aspects 
of his fingers. Also, the eruption was 
present on the flexore aspects of both 
wrists. The palms were not affected. 

A provisional diagnosis of contact 
dermatitis was made. Patch testing 
against various flowers and leaves 
that were used in his business was 
carried out. There was a strong posi- 
tive patch test to hydrangeas. 

The patient was made aware of his 
sensitivity and his condition cleared 
after topically applied steroids. How- 
ever, in March 1971, there was an 
exacerbation of the condition, and he 
admitted that he had once again been 
in contact with hydrangeas. He found 
these very difficult to avoid because 
they were used in so many floral dis- 
plays. 

The condition cleared with suitable 
therapy. 

Case 2.—A 16-year-old girl was 


seen in March 1972 complaining of an 
itchy rash on her hands that had been 
present for four months. She stated 
that she had worked for a florist the 
previous 18 months. She had no histo- 
ry of skin disease, and there was no 
family history of eczema, asthma, or 
hay fever. 

She first noticed small vesicles on 
the sides of her fingers. At the time of 
examination, there was an erythro- 
vesicular eruption affecting the dorsal 
aspects and sides of the fingers of both 
hands with a few patches on the the- 
nar eminences of her palms. A diagno- 
sis of contact dermatitis of the hands 
was made. . 

She was patch tested against a doz- 
en different plants that she had in the 
shop and had marked positive reac- 
tions to a hydrangea leaf, but also to 
the pink petal. It was explained to her 
that because contact with hydrangeas 
would be hard to avoid in her job it 
would be advisable to find another 
occupation. Follow-up through corre- 
spondence disclosed that she has 
changed her situation, and that there 
has been no further recurrence. ; 

JOHN H. APTED, MB, BS, DDM 
Geelong, Australia : 


Liver Ultrastructure in Methotrexate 
Treatment of Psoriasis 

To the Editor.— Methotrexate, a 
folic acid antagonist, is widely used in 
the treatment of psoriasis, since it is 
capable of controlling widespread le- 
sions refractory to other therapeutic 
measures. In the course of medica- 
tion, various side-effects, including 
hepatotoxicity, have been reported; it 
was claimed that chronic use of the 
drug may lead to fibrosis and cirrho- 
sis of the liver.'? 

In the present study, livers of nine 
patients with psoriasis that were 
treated with methotrexate have been 
investigated by light and electron 
microscopy. To our knowledge, simi- 
lar ultrastructural studies have not 
been reported so far. Four patients 
were men and five were women. Their 
ages ranged from 26 to 74 years. The 
dose of methotrexate used, the dura- 
tion of treatment, the time of liver 
biopsy, and the extent of skin lesions 
varied from patient to patient. 

- With the consent of the patients, 
percutaneous liver biopsies were per- 
formed with the use of the Menghini 
needle. For light microscopy, sections 
were stained with hematoxylin- 
phloxine-safran, PAS, Masson tri- 
chrome, and reticulin stains. For elec- 
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magnification x 9,240). 

tron microscopy, liver tissue was 
fixed in 1% osmium tetroxide, dehy- 
drated in graded alcohols, embedded 
in Epon 812, cut with an ultramicro- 
tome, stained with uranyl acetate 
and lead citrate, and examined with 
an electron microscope. 

By light microscopy, nonspecific 
changes, mainly steatosis of varying 
degrees, were found. Neither fibrosis 
nor cirrhosis was observed in the 
present material. 

Electron microscopy revealed nu- 
clear alterations (glycogen deposits 
and cytoplasmic invagination), accu- 
mulation of lipid droplets in the cyto- 
plasm, and hypertrophy and dilata- 
tion of the Golgi apparatus. Lyso- 
somes, and in some cases microbodies 
were increased in number. Mitochon- 
dria, endoplasmic reticulum, and 
other cytoplasmic organelles ap- 
peared to be normal. The endotheli- 
um and Kupffer cells did not exhibit 
abnormalities. The extent of changes 
varied from patient to patient and no 
close correlation could be demonstrat- 
ed between the severity of alterations 
and dose, duration of methotrexate 
treatment, extent of skin lesions, or 
other factors. 

The most conspicuous finding was 
the accumulation of Ito cells (Figure). 
These fat-storing cells, located under 


428 Arch Dermatol/Vol 108, Sept 1973 


the sinusoidal lining in the space of 
Disse and between the endothelium 
and hepatocytes, have oval nuclei, a 
few, rod-shaped mitochondria, well- 
developed, rough-surfaced endoplas- 
mic reticulum, free ribosomes, promi- 
nent Golgi apparatus, and a few 
small lipid droplets.* In the livers of 
methotrexate-treated psoriatic pa- 
tients, the Ito cells were considerably 
increased in size and number. Their 
cytoplasmic organelles were obscured 
by numerous fat droplets that almost 
completely filled the cytoplasm. 

The number of Ito cells, related to 
1,000 hepatocytes (Ito cell index), was 
determined in Epon-embedded, tolui- 
dine blue-stained sections. Compared 
with a control group consisting of ten 
livers that were normal or showed 
only mild nonspecific lesions (Ito cell 
index: 18), the livers of methotrexate- 
treated psoriatic patients contained 
strikingly more Ito cells in the space 
of Disse (Ito cell index: 81). No Ito cell 
hyperplasia was found in the livers of 
ten patients with alcoholic liver dis- 
ease (Ito cell index: 13) and ten pa- 
tients with hyperlipoproteinemia (Ito 
cell index: 24). No close correlation 
was detected between Ito cell accu- 
mulation and extent of fat in hepato- 
cytes, duration and regimen of medi- 
cation, and severity of psoriasis. 


The functional importance of Ito 
cells is not known. Bronfenmajer et 
al* suggested that Ito cells can store 
vitamin A and can play an important 
role in vitamin A metabolism. 

No explanation can be offered re- 
garding the causative factors result- 
ing in accumulation of Ito cells ob- 
served in the present material. It also 
remains to be determined whether Ito 
cell accumulation can be related to 
methotrexate treatment, to psoriasis, 
or to some other factor undetected 
during this study. 

Eva HonvarH, PhD 
KALMAN Kovacs, MD 
Roperick C. Ross, MD, MSc 
Toronto 


This study was supported in part by Physicians’ 
Services Incorporated Foundation, Toronto. 
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Cordran Cream, Half Strength, is one of 
the most economical topical corticoster- 
oids available for maintenance 

therapy of widespread or chronic 
lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. 
Patients rub a small quantity of the 
cream into the affected area two or three 
times daily. 


The cream has a specially formulated 
base that provides penetrating action. 

It leaves a smooth, pleasant-feeling film 
on the skin. Since it is nonwaxy, there 
is no heavy residue. 

For control in acute dermatoses... 

use full-strength Cordran Cream. 
Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia 
and varicella and in patients with a 
history of hypersensitivity to any of their 
components. 


Additional information available to the 
profession on request. Eli Lilly and 
Company, Indianapolis, Indiana 46206. 


| *Responsive to topical corticosteroids. 
^ SOLA In the presence of an infection, an 
[^ d [or appropriate antifungal or antibacterial 
LA v vi agent should be used. 


See next page for prescribing information. 
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If a dermatosis will respond to a topical 
corticosteroid, it should respond to Cordran® 


Description: Cordran® (flurandrenolide, Lilly) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluoro-16a-hydroxyhydrocortisone 16, 17-ace- 
tonide. 

Each Gm. of Cream Cordran contains 0.5 
mg. (0.05 percent) or 0.25 mg. (0.025 percent) 
flurandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzyl alcohol, and purified water. 


Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 


Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial therapy, full-strength (0.05 percent) prep- 
arations of Cream, Ointment, or Lotion Cor- 
dran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas. 


Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 


Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technic is used, there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 

Acneform eruptions 

Burning 

Dryness 

Folliculitis 

Hypertrichosis 

Hypopigmentation 

Irritation 

Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin 

Miliaria 

Secondary infection 

Skin atrophy 

Striae 


Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 
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be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 


Use with Occlusive Dressings 
The technic of occlusive dressings (for man- 
agement of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in a bath will help soften the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap™, or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7.In more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings—Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restricted. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, !esions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature occurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran® 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 

Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 

Lotion Cordran® (flurandrenolide, Lilly), 
0.05 percent, in 15 and 60-ml. plastic squeeze 
bottles. [071072] 
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TEXAS PHARMACAL COMPANY The company that cares for your patients’ skin. San Antonio, Texas 78296 
How would you feel 
if all the socks in the world were lime green? 
Probably pretty bad. Because That’s why TPC developed Liquimat. Now there are nine 
lime green socks don’t match four new shades of Liquimat. shades to choose from, because À 
many basic wardrobe items. Which makes the total color there’s no single solution to 
In fact, you’d find yourself selection nine, more than any matching skin tones. 
in the same situation as your other acne medication. And each : : 
acne patients who can't find shade offers the same proven Li uimat: 
medications to match their basic Liquimat formula which medicates ] h : 
skin tones. as it covers (and contains no tinted drying lotion for acne 
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Jan 18, 1973 
Harvey J. Cohen, MD, Recorder 


Localized Rosacea? Presented by 
RICHARD C. GiBBs, MD. 
The patient is a 74-year-old man who 
has had an asymptomatic erythematous 
swelling of his right ala nasi for two years 


(Figure). 





a 





Localized rosacea (?). 
Discussion 


ABRAHAM J. Onruss, MD: The localiza- 
tion of the papules favors the diagnosis of 
folliculitis nares perforans, a folliculitis 
of the vibrissae with the inflammation 
“pointing” externally on the ala. The 
process tends to persist because fragments 
of hair, which are residua from the folli- 
culitis, are retained. This results in a 
foreign-body reaction. Surgical removal of 
the fragments may be required for a 
cure. 

Dr. Gress: The diagnosis suggested by 
Dr. Orfuss is supported by the histopatho- 
logic findings. A foreign-body reaction sec- 
ondary to a disrupted follicle was de- 
scribed. 


Lichen Sclerosus et Atrophicus. Pre- 

sented by IRviNG ABRAHAMS, MD. 

A 6-year-old girl has had discrete whit- 
ish lichenoid papules, measuring 2 to 3 
mm, on the dorsal surface of her hands and 
feet for 18 months. There are no lesions in 
the perineum. Histopathologic findings 
confirm the clinical impression of lichen 
sclerosus et atrophicus (LSA). 


Discussion 


M. H. Brownstein MD, Dr. Hyman 
and I reviewed about 200 cases with 
histologically confirmed LSA  (Lichen 
sclerosus et atrophicus [atrophicans], in 
Demis DJ, et al [eds]: Clinical Dermatol- 
ogy. New York, Harper & Row, 1972, vol 
1, pp 1-7). 

The ratio of female to male patients was 


Arch Dermatol/Vol 108, Sept 1973 


10:1. Only one quarter of the patients of 
each sex manifested lesions on the body 
and were free of anogenital involvement. 
Five of our patients were children. The 
occurrence of LSA in a child without ano- 
genital involvement is unusual. 

HELEN O. CurtH, MD: I have seen LSA 
associated with internal malignant tu- 
mors. The parallelism of the conditions in 
two cases went so far that there was im- 
provement of the dermatosis when the 
tumor was removed and reappearance of 
the cutaneous lesions when the tumor 
reappeared. 

SAMUEL B. FRANK, MD: I have seen sev- 
eral children with typical lesions on the 
eyelids. 

Witrrep MINKIN, MD: In the Scleroder- 
ma Clinic at New York University, we 
have several cases in which both the clini- 
cal and histologic pictures are intermedi- 
ate between LSA and morphea. Fleisch- 
majer has shown that morphea is charac- 
terized by inflammatory cells early in its 
course, although much deeper in the skin 
than LSA. I believe that LSA and morphea 
are related conditions, more closely relat- 
ed than morphea and systemic scleroder- 
ma. 

RoBERT AUERBACH, MD: Some have ad- 
vocated the use of topically applied testos- 
terone for treatment of LSA. Testosterone 
is one of the few substances that is signifi- 
cantly absorbed when it is applied to the 
skin, as shown by the growth of facial hair 
in women. Topically applied testosterone 
increases sebaceous gland output in both 
the area to which it is applied as well as at 
distant sites. 


Porphyria Cutanea Tarda. Presented 

by Marinos A. PETRATOS, MD. 

A 37-year-old man has been aware of 
bruising of his skin following minimal 
trauma for six months. Initially a small 
blister forms, which heals in one to two 
weeks, leaving an erythematous macule. 
The dorsal surface of his hands is the only 
area that has been affected. f 

Pertinent urinary findings are copropor- 
phyrin, 141 4g/24 hr (normal, 100 ug to 
300 4g/24 hr) and uroporphyrin, 328 
1.g/24 hr (normal, 10 ug to 309/24 hr). 


Discussion 


Dr. PETRATOS: Is a diagnosis of epider- 
molysis bullosa simplex more likely be- 
cause of the scant clinical findings? 

Dn. Onruss: The patient may have por- 
phyria cutanea tarda, but this diagnosis 
must be verified by additional laboratory 
studies. The few vesicular and crusted le- 
sions of the dorsa of the hands, the absence 
of pigmentation of the face, hypertrichosis 


of the malar areas, and signs of photosen- 
sitivity in areas other than the hands, to- 
gether with only slightly elevated por- 
phyrins, are not sufficient for a definite 
diagnosis. 

Dr. Curtu: He drinks about five glasses 
of alcohol daily. 

Dn. Giggs: I agree with the diagnosis of 
porphyria cutanea tarda on the basis of 
the clinical appearance of the skin 
changes and on the elevation of urinary 
porphyrins. 

Dr. AUERBACH: I suggest that the tests 
be repeated, since the diagnosis at the 
present time hinges on the elevated uri- 
nary porphyrins. If the repeat test confirms 
the diagnosis, and it probably will, then he 
should have a complete liver work-up, in- 
cluding liver biopsy, and he must be told to 
stop drinking. 

Dn. FRANK: This patient has taken sul- 
fonamides for recurrent sinusitis. He may 
have the epidermolysis bullosa-like drug 
eruption due to sulfonamides that has 
been described by Dr. David Bloom and 
others. 

Morris LEIDER, MD: The major evidence 
for porphyria cutanea tarda is the moder- 
ate elevation of uroporphyrins. The healed 
lesions on the hands are not clinically 
impressive, and there are no signs of hy- 
pertrichosis and hyperpigmentation on or 
around the malar eminences. Assuming 
that the elevation of uroporphyrins is con- 
firmed by another determination, and as- 
suming more impressive clinical effects do 
not shortly supervene, one may regard the 
case as one merely of "chemical" porphy- 
ria, or of porphyria cutanea tarda in incep- 
tion. At the moment, treatment is hardly 
necessary, but if the condition progresses 
by further elevation of uroporphyrins and 
supervention of clinical signs in the form 
of more blistering, hypertrichosis, and 
hyperpigmentation, then reduction of iron 
stores by repeated bleeding probably will 
be effective treatment. If the patient is 
indeed a heavy drinker, of course teetotal- 
ism should be advised and enforced, if pos- 
sible. 

GERALD Lazarus, MD: The question of 
whether this patient has epidermolysis 
bullosa simplex or not has been raised. 
This disease is one that is characterized by 
dominant inheritance. The major patho- 
logic finding is on the palms and soles and 
it is worse in the summer. The fundamen- 
tal defect is an abnormality of the mem- 
brane of basal cells. Lesions are most fre- 
quent over the dorsum of the hands, knees, 
elbows, and ankles. The disease is most 
obvious in young children and symptoms 
decrease with age. Neither the clinical pic- 
ture nor the history fit a diagnosis of epi- 
dermolysis bullosa. The most likely diag- 
nosis is porphyria cutanea tarda. 
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Dr. FRANK: Dr. Lazarus mentioned that 
epidermolysis bullosa is worse in the 
summer. I described a variant of epider- 
molysis bullosa as “recurrent bullous 
eruption of the feet that occurs in warm 
weather” (Weber-Cockayne variant) Arch 
Dermatol Syph 47:327, 1943). 

A second urinary test, subsequent to the 
meeting, showed a uroporphyrin level of 
1772/24 hr. 


Oct 19, 1972 
Harvey J. Cohen, MD, Recorder 


Malignant Melanoma. Presented by 

RIcHARD C. Gigss, MD. 

A 65-year-old woman has had a “dark 
spot” on her left hip for as long as she can 
remember, and the color has become dark- 
er in recent years. There is an area on the 
left hip measuring 5 cm in diameter in 
which there are solitary and coalesced, 
deeply pigmented, slightly elevated pap- 
ules of a uniform hue (Fig 1). Biopsy of a 
representative papule did not show 


changes that would permit more than the 
suggestion of a melanotic freckle of Hutch- 
inson. Excision of the lesion is planned. 





Fig 1.—Malignant melanoma. 
Discussion 


JOHN KwittKeNn, MD: Should a derma- 
tologist perform a diagnostic incisional or 
punch biopsy in cases of suspected malig- 
nant melanoma? Does such a procedure 
lead to dissemination of the neoplasm? Is a 
consultation about the frozen section of 
any value in suspected cases? Although 
there is evidence indicating that dissemi- 
nation of a malignant melanoma may oc- 
cur following a biopsy procedure, a defini- 
tive answer to this question is impossible. 
In my own experience (approximately 17 
years in dermatopathology), I have never 
been able to document a single occurrence. 
If a dermatologist suspects a malignant 
melanoma, if feasible and possible, an exci- 
sional biopsy should be performed. If the 
lesion is too large for an excisional biopsy, 
then a diagnostic biopsy is indicated. His- 
tologic confirmation with either type of 
biopsy or confirmation of a biopsy on an 
unsuspected case demands immediate re- 
ferral for definitive surgery or other possi- 
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ble therapeutic modalities or both. Frozen 
sections are of no value in the diagnosis of 
malignant melanomas. A definitive diag- 
nosis of malignant melanoma must be 
based on careful study of permanent sec- 
tions from paraffin blocks. It is far better 
to wait a few days for the sections than to 
make a mistake and subject the patient to 
a totally unnecessary, extensive, and pos- 
sibly mutilating surgical procedure 
fraught with morbidity, mental anguish, 
increased financial obligation, and a mal- 
practice potential. 

RoBERT AUERBACH, MD: There is no 
evidence that a punch biopsy into a mela- 
noma will induce tumor spread. A sus- 
pected lesion that is small enough to per- 
mit closure should be completely excised. 
A lesion too large for this to be done should 
have an incisional diagnosis. Circulating 
tumor cells are found in most systemic 
malignant tumors if careful studies are 
done from the regional venous drainage. 
There is very little statistical difference in 
metastases between those patients in 
whom circulating tumor cells are found 
and those in whom they are not. Surgeons 
routinely perform diagnostic biopsies 
through bronchoscopes and proctoscopes, 
and in the case of bronchoscopic biopsies, 
the usual tumor dealt with has a poorer 
prognosis than a melanoma. 

RoBERT A. BERGER, MD: There are many 
pitfalls in the statistical analysis of mela- 
noma. Statistically, patients who delay 
seeing a doctor until months after a mole 
is noted to have changed have a better 
prognosis than those who seek help 
promptly. The reason, of course, is that 
patients with slow-growing, relatively less 
malignant tumors are more likely to put 
off seeing a physician. Since the decision 
as to whether a suspected lesion should 
have an incisional or excisional biopsy is 
influenced by size, site, duration, or clini- 
cal signs, or all of these, survival statistics 
regarding the two groups (incisional biop- 
sy vs total excision) are flawed. 

MicHaEL J. FELLNER, MD: I would like 
to call attention to the newer immunologic 
aspects of treating disseminated malig- 
nant melanoma. BCG vaccine has been 
used as a specific stimulator of the im- 
mune response. If one can stimulate cellu- 
lar immunity, destruction of the mela- 
noma cells is possible. 

Dr. AUERBACH: BCG vaccine and other 
chemotherapy of malignant melanomas is 
successful only if the patient has a compe- 
tent immunologic system. One test that 
indicates the competency of such a system 
is the sucessful induction of sensitivity to 
2, 4-dinitrochlorobenzene. 

Morris LEIDER, MD: In a condition with 
so dreadful a prognosis as malignant mel- 
anoma, new treatments that seem reason- 
able raise hope. Here are two such treat- 
ments. T. Ghose and associates of Dalhou- 
sie University, Halifax, Nova Scotia, re- 
ported (Br Med J 3:495, 1972) successful 
treatment of malignant lymphomas that 
had been induced in mice. They also relat- 





ed successful treatment of a widely metas- 
tasized malignant melanoma induced in 
man by the injection of a cytotoxic drug 
(chlorambucil) that was conjugated with 
purified antibodies specifically developed 
for lymphomas in guinea pigs and for mel- 
anomas in goats. The theory behind the 
method is that the cytotoxic drug (which 
in the case of chlorambucil conjugates well 
and retains its alkylating power) is carried 
to the malignant tumor by the schlepper 
antibody, leaving none to affect other prop- 
erly dividing cells. In the animal and 
human trials, all the mice survived, and 
the man, lives, has enjoyed regression of 
his tumors, has gained weight, and is ac- 
tive six months after treatment. In anoth- 
er case of malignant melanoma unsuccess- 
fully treated by wide local excision and 
regional node dissection at New York 
University Hospital, injection of a transfer 
factor prepared from lymph nodes nega- 
tive for malignant melanoma is showing 
promise, as judged by continuing reduc- 
tion in size of tumors as the injections con- 
tinue. 

Subsequent to the meeting, the lesion 
was completely excised. The pathologic 
diagnosis was superficial melanoma. 


Lamellar Ichthyosis. Presented by Ep- 
WARD H. MANDEL, MD, Davip E. MiL- 
LER, MD (by invitation). 

An 8-year-old black girl had an exten- 
sive skin eruption. At birth, she was 
covered by a collodion-like sheath. Since 
then, she has had widespread scaling of 
her skin associated with persistent low- 
grade fevers. Because of her skin condi- 
tion, she has never attended school. No 
family members are afflicted with a simi- 
lar condition. 

The skin of the trunk, face, and extremi- 
ties was covered by large coarse scales 
that were adherent at their centers and 
slightly raised at their edges (Fig 2). There 
was partial alopecia of the scalp, ectro- 
pion, and prominent flexural creases of the 
palms and soles. A biopsy specimen from 
the back showed marked hyperkeratosis 
and a prominent granular layer. 


Fig 2.—Lamellar ichthyosis. 
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The patient was treated with orally 
administered diphenhydramine hydro- 
chloride syrup; equal parts of anhydrous 
wool alcohol (Aquaphor) and water, topi- 
cally; tretinoin, 0.05%; and propylene gly- 
col, 40% under occlusion. There has been 
moderate improvement since admission. 


Discussion 


Dr. MILLER: The patient fits into the 
category of lamellar ichthyosis or nonbul- 
lous congenital ichthyosiform erythroder- 
ma. The lack of affected family members is 
consistent with the autosomal recessive 
inheritance in this condition. The presence 
of a collodion membrane at birth, severe 
involvement of the upper portion of the 
face, the flexural areas, and the palms and 
soles, and ectropion are typical findings in 
lamellar ichthyosis. The histologic finding 
of hyperkeratosis and a well formed gran- 
ular layer is also characteristic. 

SAMUEL WEINBERG, MD: There are 
other congenital ichthyosiform dermato- 
ses. These include Netherton disease, 
which consists of congenital ichthyosiform 
erythroderma associated with atopic di- 
athesis and trichorrhexis invaginata, most 
commonly found in females. Another con- 
dition is Rud syndrome, which consists of 
mental retardation, epilepsy, and ichthy- 
osis. Infantilism or hypogonadism is usu- 
ally present along with eye abnormalities. 
Sjoegren-Larsson syndrome, consisting of 
ichthyosis, severe mental retardation, and 
spastic diplegia or quadriplegia, must also 
be considered. Refsum syndrome, consist- 
ing of retinitis pigmentosa, polyneuritis, 
progressive paralysis of extremities, atax- 
ia, deafness,  electroencephalographic 
changes and elevated spinal fluid protein, 
along with the ichthyosis, also may be 
considered. This condition is due to an in- 
creased concentration of phytanic acid in 
the serum and tissues. Conradi disease, 
with its hyperkeratotic whirl and swirl 
patterns of scaliness, with an underlying 
erythroderma, as well as skeletal defects 
and stippled epiphyses as noted on x-ray 
film, must be included in the ichthyosi- 
form dermatoses. I have tried methotrex- 
ate in two cases of bullous ichthyosiform 
erythroderma with poor results. 


Lichen Planopilaris. Presented by Mı- 

CHAEL J. FELLNER, MD. 

A 51-year-old woman has been aware of 
progressive hair loss in the scalp over the 
past 35 years and in the pubic area for the 
past year. A biopsy specimen from the 
scalp was interpreted as "lichen planopi- 
laris." 


Discussion 


ABRAHAM J. Onruss, MD: The patient 
informed me that she has sparse axillary 
hair as well. At her age, sparseness of axil- 
lary and pubic hair may not be an impor- 
tant finding. I do not think it is related to 
her scalp process. 
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DR. AUERBACH: I have a similar case of 
lichen planopilaris in a woman whose 
scalp shows the same sort of scarring. In 
the past year, similar lesions have ap- 
peared about the lanugo hairs on the hips 
and lower abdomen. This has been con- 
firmed histopathologically. 

HENRY SILVER, MD: The clinical picture 
actually presents a triad of symptoms: li- 
chen planus, lichen spinulosus, and alope- 
cia or atrophy of the scalp, or both. Rarely, 
as in Dr. Fellner's case, is alopecia of the 
pubic area observed. Originally, the disor- 
der was known as lichen spinulosus et fol- 
liculitis decalvans atrophicans, or Graham 
Little syndrome. Subsequently, Sam Feld- 
man, one of the founders of our society, 
described the disease under the name of 
lichen planus et acuminatus atrophicans. 
He was the first to call attention to the 
relationship of the peculiar symptoms to 
lichen planus. Years later, Wilbert Sachs 
and De Oreo renamed the disease lichen 
planopilaris and stressed that the atrophy 
of the scalp is present only in a clinical and 
not in a pathological sense. Our study, 
which was published in the ARCHIVES (67: 
346, 1953), was based on 101 cases culled 
from European and American literature 
and our own four cases. We concluded that 
the pathologic picture is that of lichen 
planus involving the follicular and perifol- 
licular areas and is diagnostic of the dis- 
ease. Hence, follicular lichen planus is the 
name that most appropriately expresses 
the clinical and pathologic features of the 
disease. 

Dn. BERGER: The classic triad described 
by Dr. Silver is rare in any individual 
case. The patients I can call to mind have 
had scarring alopecia showing irregular 
periods of activity manifested by loose 
"succulent sheath" anagen hairs and fol- 
licular plugging and erythema, plus more 
transient phases of either lichen spinulo- 
sus or typical lichen planus on glabrous 
skin. Seeing patients with scalp lesions 
gradually extending over many years and 
relatively mild skin eruptions lasting only 
a few months and leaving no scars, we 
wonder whether pseudopelade of Brocq by 
itself is not a forme fruste of lichen plano- 
pilaris. 

Dr. SILVER: In our study, the combina- 
tion of lichen planus and spinous lesions 
was present in 72% of the cases, while in 
34% spinous lesions were associated with 
atrophy of the scalp. Surprisingly, alope- 
cia occurred in only 42% of the cases. In 
our analysis, the triad was found in only 
40%. Thus, it is evident that the presence 
of the triad is not essential for the diagno- 
sis. 


Partial Lipodystrophy. Presented by 
Martin H. BngowNsrEIN, MD, FREDER- 
ICK FENIG, MD (by invitation). 

A Haitian man, aged 36, had been 
aware of changes in his skin for one year. 
Two years previously, he had had an epi- 
sode of urolithiasis. There were numerous 
depressed areas ranging in size from 1.5 to 





Fig 3.— Partial lipodystrophy. 


10 em on his face (Fig 3), left arm, and 
trunk. Pertinent laboratory findings in- 
cluded minimal hematuria, normal serum 
cholesterol and triglyceride levels, and a 
normal intravenous urogram. A glucose 
tolerance test was normal. 

Histopathologic examination of several 
deep punch biopsy specimens from the 
back showed normal epidermis and der- 
mis, but no subcutaneous fat. Specimens 
taken from clinically uninvolved sites 
showed normal epidermis, dermis, and 
subcutaneous fat. 


Discussion 


Dr. Fenic: According to Senior and 
Gellis, partial lipodystrophy or progres- 
sive lipoatrophy is approximately four 
times more common in female than in 
male patients (Pediatrics 33:593, 1964); 
onset is most often between the ages of 5 
and 15 years. Involvement is usually 
symmetrical, with progression taking 
place over several months. Most common- 
ly, there is loss of facial fat; the neck, 
arms, chest, and abdomen are also fre- 
quently involved. Recently, the associa- 
tion of renal diseases has been emphasized 
by Gellis et al (J Dis Child 96:605, 1958); 
these include pyelonephritis, acute and 
chronic glomerulonephritis, and the ne- 
phrotic syndrome. Intravenous urograms 
sometimes showed hydronephrosis and 
ureteric dilatation. 


Dn. LEIDER: The association of renal and 
urinary dysfunction in cases of lipodystro- 
phy may be owing to loss of fat around the 
kidney. Failure of support of the kidneys 
conceivably results in ptosis of the organs 
and kinking of the ureters. Infection and 
lithiasis would thus be promoted. 

Dr. MANDEL: Some patients with con- 
genital lipodystrophy are short and appear 
as leprechauns. Acanthosis nigricans has 
also been present in some. 
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Dr. AUERBACH: Using pure medical sili- 
cone with the proper injection technique, 
an excellent cosmetic result can be 
achieved in cases of partial lipodystrophy. 
The same is true for cases of facial hemi- 
trophy. Pure medical silicone is excellent 
treatment for depressed scars and de- 
pressed cosmetic marks almost regardless 
of their cause. 

Dr. LEIDER: Can fat be grafted to these 
areas? 

JosEF E. JELINEK, MD: Grafting of fat 
has been tried, but it becomes absorbed. 

Dn. BROWNSTEIN: Our case is somewhat 
unusual because of the sex and the age of 
onset of the disease, and more important- 
ly, the asymmetry of the lesions and the 
presence of urolithiasis, a renal abnormal- 
ity that has apparently not been described 
previously. 


Basal Cell Epithelioma of the Areola 
and Nipple. Presented by HELEN O. 
Curt, MD. 

A 55-year-old woman was first seen 19 
months ago. She had been aware of an irri- 
tation on her left breast for four years. The 
areola of the left breast was erythematous 
and scaly, but was not infiltrated. Histo- 
pathologic examination showed that the 
lesion was a basal cell epithelioma. The 
lesion was destroyed electrosurgically. 
Three months later, there was erythema 
and scaling of the nipple itself. This also 
turned out to be a basal cell epithelioma 
and it was destroyed electrosurgically. 


Discussion 


Dr. CunTH: Haagensen, who has writ- 
ten a text on diseases of the breast, told 
me that he has never seen a basal cell 
epithelioma on the areola or nipple. They 
must indeed be rare. In contrast to Paget 
disease, this process began on the areola 
and not the nipple. Dr. Lewis Shapiro, who 
did the histopathologic studies, told me 
that he had seen several examples of basal 
cell epithelioma of the nipple in male 
patients, but none, prior to this, in female 
patients. I therefore planned to do sex- 
chromatin studies to see if she was a ge- 
netic male, but she did not return to my 
office. 

InviNG ABRAHAMS, MD: I had a case of a 
basal cell epithelioma on the areola that 
extended to the nipple in a woman. 

Dr. AUERBACH: Is this basal cell carci- 
noma of the areola due to nude sunbathing 
or a systemic carcinogen? 

Dr. ABRAHAMS: Basal cell epitheliomas 
occurring on the trunk are generally not 
related to ultraviolet exposure or a sys- 
temic carcinogen. 

Dn. Giggs: It seems strange that basal 
cell epitheliomas on the areola or nipple 
have not been reported. Since they occur 
on the chest frequently, just by chance 
some will surely affect the areola or nip- 
ple. I think that they are seen, but not re- 
ported. 
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Nasal Dermoid. Presented by Martin H. 
BRowNsrEIN, MD, RayMoND SLEVIN, 
MD (by invitation). 

A 27-year-old Brazilian man, being 
treated for atopic dermatitis, was noted to 
have tufts of coarse black hairs emerging 
from a 3-mm circular depression on the 
dorsum of his nose, midway between the 
glabella and the tip (Fig 4). This condition 
had been present since the patient's early 
childhood. Episodes of drainage of yellow- 
ish material had occurred. 





"T as i 
Fig 4.—Nasal dermoid cyst. Tufts of coarse 
black hairs project from opening of fistula. 


Discussion 


Dr. SLEvIN: Dermoid cysts and fistulas 
of the nose may be noted at birth or in ear- 
ly childhood. They open at any point on 
the mid-dorsal line from the glabella to 
the base of the columella; the most com- 
mon site is the lower border of the nasal 
bones. The opening of the fistula is marked 
by the hairs that project from its mouth. 
The track follows an upward and inward 
course and connects with a cyst that con- 
tains sebum and hair. Although these le- 
sions may seem superficial in origin, some 
have been found buried in the nasal sep- 
tum and even in the substance of the eth- 
moid and sphenoid bones adherent to the 
dura mater. 

Dr. Onruss: My conception of dermoid 
cysts is that they are enclosed, soft tumors, 
usually deeper than sebaceous or epider- 
moid cysts, and that they are covered by 
normal, frequently movable skin. The con- 
tent, which frequently includes hairs, is 
usually completely enclosed and does not 
protrude unless incised. The case demon- 
strated by the presenter appears to be 
more like a foreign-body reaction to in- 
growing hairs. 

Dr. BRowNsTEIN: Nasal dermoid cysts 
show the same histologic picture as other 
subcutaneous dermoid cysts. Both pilar 





and sebaceous structures are found in the 
wall, and sweat apparatus may be present. 

Dr. Lazarus: The son of a close asso- 
ciate died of meningoencephalitis because 
a nasal dermoid cyst with direct intra- 
cranial connection became infected. 

Dr. WEINBERG: Dermal sinuses and 
dermoid cysts embryologically arise from 
either a persistent epithelial element 
within the nasal septum or from epitheli- 
um that is pinched off during the develop- 
ment of the nose. The sinus tract usually 
runs behind the nasal bones and may ex- 
tend into the skull. The use of dye injec- 
tion to delineate the tract may be of some 
value if the tract is complete. Often, how- 
ever, such is not the case. The tract lead- 
ing from the skin may end and then a sec- 
ond portion may lead into the skull. All 
sorts of variations are possible. For exam- 
ple, the tract may be wide at both ends and 
narrow in the center. A dermoid cyst may 
develop at any portion of the tract. Surgi- 
cal excision of these sinus tracts may turn 
out to be very difficult. 

Dr. AUERBACH: Congenital cutaneous 
cysts and sinus tracts can extend from the 
nose to the meninges. This may become 
evident during the surgical procedure. 
Preoperative contrast radiography is often 
of no help because the tract may just be a 
solid cord. 

Dr. SHauita: How do trichilemmal cysts 
differ from dermoid cysts? 

Dn. BROWNSTEIN: Dermoid cysts differ 
from trichilemmal cysts by being congeni- 
tal rather than acquired; showing a pre- 
dilection for the face rather than the scalp; 
being subcutaneous rather than intrader- 
mal; containing hair shafts and oily ma- 
terial plus loosely laminated, rather than 
compact, horn; and having pilar and seba- 
ceous structures in their wall rather than 
keratinizing epithelium that resembles 
the outer root sheath of the hair follicle. 

Dn. GiBBs: Hashimoto and Lever, writ- 
ing in Dermatology in General Medicine 
(Fitzpatrick T, et al (eds), New York, 
McGraw Hill Book Co Inc, 1971), mention 
the lateral ends of the eyebrows as the 
main area of the face affected, although 
they suggest that median-line sites are 
possible. 


Discoid Lupus Erythematosus? Pre- 

sented by InviNG ABRAHAMS, MD. 

A 50-year-old black woman was aware 
that a gradually extending eruption was 
appearing on the upper half of her body 
over the past 11 years. There are erythem- 
atous and scaly annular patches on her 
face and trunk. A biopsy specimen from 
the right arm taken two years ago was 
interpreted as showing changes of “mild 
poikiloderma” that were compatible with 
lupus erythematosus or dermatomyositis. 
A more recent biopsy specimen from the 
buttock was interpreted as showing 
changes suggestive of lichen planus, with 
lupus erythematosus a second possibility. 
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Discussion 

Dr. Giszs: The serpiginous border of the 
plaque on the back, together with the gen- 
eral annularity of other plaques, suggests 
erythema multiforme. 

SaMUEL B. FRANE, MD: I would place 
this case in the erythema annulare group. 
An etiologic search should be made, even 
though such an effort is often futile. 

Dr. Onruss: The diagnosis of erythema 
annulare usually indicates an underlying 
cause. As clinicians, it is our responsibility 
to examine our patients frequently and 
persistently to find the cause. This may be 
a symptom of many diseases, including 
carcinoma, fungus infections, drug reac- 


News and Notes 


Society of Toxicology Meeting. — 
The annual scientific meeting of the 
Society of Toxicology will be held 
at the Washington Hilton Hotel in 
Washington, DC, on March 10-14, 
1974. Anyone interested may attend. 

Papers for the 1974 meeting may 
be submitted by members of the soci- 
ety. Persons not members of the Soci- 
ety of Toxicology may present papers 
at this meeting if their papers are 
sponsored by a member. Titles should 
be submitted to Dr. Sheldon D. Mur- 
phy, Harvard School of Public 
Health, 665 Huntington Ave, Boston 
02115, no later than Sept 15, 1973. 

Program, accommodations, and 


«^ registration information for the meet- 


ing will be sent to all members of the 
society and to those nonmembers pre- 
senting papers. All others should con- 
tact the secretary, Dr. Robert A. Sca- 
la, for this information, by addressing 
him at the Society of Toxicology, Esso 
Research and Engineering Co., Box 
45, Linden, NJ 07036. 


Conference on Childhood Can- 
cer.—The American Cancer Society 
announces their National Conference 
on Childhood Cancer. The meeting 
will be held May 16-18, 1974, at the 
Fairmont Hotel, Dallas. 

The purpose of this conference is 
twofold: to alert the medical commu- 
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tions, and other conditions. 

Dr. FELLNER: Drugs, such as penicillin 
and estrogens, are often the cause of erup- 
tions and diseases because of their en- 
irance into the body via occult exposure. 
For example, estrogens have been added to 
feeds for cattle and other livestock to make 
them more succulent. Penicillin has been 
used in the treatment of mastitis in cows 
and has been found in milk in some in- 
stances. To completely rule out lupus ery- 
thematosus in this case, it is important to 
do 24-hour urine analysis for proteinuria, 
and possibly a renal biopsy. Direct immu- 
nofluorescent staining of skin for lupus 
erythematosus might be helpful. 


nity to the progress being made in the 
diagnosis and treatment of childhood 
cancer, and to emphasize the need for 
early diagnosis and the importance of 
prompt treatment by a team of medi- 
cal specialists and allied health per- 
sonnel capable of rendering optimal 
care. 

Sessions are open to all members of 
the medical and related health pro- 
fessions. Preregistration is requested. 
There is no registration fee. 

This program is acceptable for (1) 
15 credit hours in category I for the 
Physician's Recognition Award of 
the American Medical Association 
and (2) 15 elective hours by the 
American Academy of Family Phy- 
sicians. 

For information, write to the Amer- 
ican Cancer Society, National Confer- 
ence on Childhood Cancer, 219 E 
42nd St, New York 10017. 


Call for Papers for the 1974 
AMA Meeting. — The scientific meet- 
ing of the Dermatology Section of the 
American Medical Association will be 
held in Chicago, June 23-27, 1974, 
immediately following the Chicago 
meeting of the Society for Investiga- 
tive Dermatology. 

Those wishing to present papers at 
the AMA Dermatology Section meet- 
ing should present abstracts to the 
representative for program, Miriam 


Dr. LAZARUS: This patient might fit into 
the subgroup of erythema multiforme-like 
discoid lupus erythematosus described by 
Beck and Rowel (Quart J Med 35:119, 
1966). These patients have recurrent epi- 
sodes of annular skin lesions resembling 
erythema multiforme. They also have 
speckled antinuclear antibodies and rheu- 
matoid factor in their serum. 

Subsequent to the meeting, additional 
laboratory studies were performed. The 
following laboratory values were normal: 
complete blood cell count, urinalysis, LE 
preparations, antinuclear antibody test, 
and immunofluorescent testing of tissue 
removed at biopsy. 


C. Reed, MD, Suite F, Medical Arts 
Building, Princeton, NJ 08540, prior 
to the deadline date of Dec 15, 1973. 
Official abstract forms may be ob- 
tained from the program representa- 
tive. However, those who wish to pre- 
sent papers may submit complete 
manuscripts or abstracts for prelimi- 
nary consideration. 

As in 1972 and 1978, contributions 
by residents in training are particu- 
larly encouraged. Limited financial 
support is available for transporta- 
tion and per diem expenses of several 
residents whose papers are accepted 
for the program. A special committee 
will have the responsibility of decid- 
ing which residents’ presentations 
will be supported through these trav- 
el grants. 


Annual Dermatopathology Fel- 
lowship.— The departments of der- 
matology and pathology of New York 
University School of Medicine are 
pleased to offer a training program in 
dermatopathology under the direc- 
tion of A. Bernard Ackerman, MD. 
The fellowship wil be awarded annu- 
ally. Applications for July 1975 
Should be forwarded to A. Bernard 
Ackerman, MD, Director, Skin Pa- 
thology Section, New York Universi- 
ty School of Medicine, Skin and Can- 
cer Unit, 562 First Ave, New York 
10016. 
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Microbicidal power of a BETADINE 
antiseptic was used in decontamination procedures 
in APOLLO 11/12/14 splashdowns 





The same broad-spectrum microbicidal power that was selected by NASA for decontamination 
procedures in Apollo 11/12/14 lunar missions splashdowns is available in BETADINE Skin Cleanser 


and BETADINE Ointment. They are decisively microbicidal against all 5 major classes of pathogens: T 
bacteria (both gram-positive and gram-negative, as well as antibiotic-resistant strains), fungi, 

viruses, protozoa and yeasts. 

BETADINE SKIN CLEANSER 

for degerming the skin of patients with common pathogens, including Staph. aureus...helps prevent 

recurrence of acute inflammatory skin infections caused by iodine-susceptible bacteria...in 

pyodermas, it serves as a valuable topical adjunct to systemic antimicrobial therapy...its microbicidal 

action helps prevent the spread of infection in acne pimples. BETADINE Skin Cleanser, with 

its rich, golden lather, may be used routinely for general skin hygiene. 

BETADINE OINTMENT 

active against organisms commonly encountered in skin and wound infections, indicated in infected 

stasis ulcers, minor burns, and to prevent infection in lacerations and abrasions. It is water-soluble, 

nongreasy, nonsticky, and the treated area may be bandaged. 

BETADINE preparations are virtually nonirritating and do not stain the skin or natural fabrics. À 


BETADINE Skin Cleanser is available in 4 fl. oz. plastic bottles. In the rare instance of local irritation 
or sensitivity, discontinue use in the individual. BETADINE Ointment is supplied in Ve oz. pouchettes, 
1 oz. tubes and 16 oz. (1 Ib.) jars. 
Purdue Frederick . 
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Photographs are for symbolic emphasis, not an actual representation of acne treatment. 





New Persadox: HP 
(benzoyl peroxide 10% ) 


For the decline and fall 
of beastly acne... 





1% dedine 
In jUst 
17 days." 


In a recent clinical study, 80 acne 
patients were treated with new Persadox 
HP. The results: a 31% reduction of acne 
lesions in 17 days. After 6 weeks, the 
reduction increased to 51% .* 


Rapid, discernible relief 
with Persadox. 


New Persadox HP extends the 
adjunctive acne therapy of Persadox to 
patients with oily skin, providing the high 
potency drying, peeling action necessary 
for rapid, discernible relief. 


Available in both 


cream and lotion. 

Only Persadox HP offers the 
powerful drying properties of benzoyl 
peroxide 10% in either cream or lotion 
form, no mixing required. It is colorless, 
odorless, non-staining and washable. With 
an exclusive lipid-free, paraben-free 
TPC Cetaphil® base. 

Prescribe Persadox and Persadox 
HP for the decline and fall of beastly acne. 
Full moon or no full moon. 
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PERSADOX’ HP 
E A 71 *Data on file, Medical Department, Texas Pharmacal Company. 


^, TEXAS PHARMACAL COMPANY 
s The company that cares for your patients' skin. 


> San Antonio, Texas 78296 







One for all 
In stubborn scalp seborrhea. 


In severe scalp seborrhea and psoriasis, Sebutone 
penetrates and removes crusty scales and excess oil. 
It also helps stop itching. Westwood tar, the first tar 
to be both chemically and biologically standardized, 
keeps Sebutone’s therapy effective. As proven under 
a Wood’s light, Westwood tar provides uniform 
therapeutic activity and full 72-hour residual action. 
Try Sebutone...the therapeutic tar shampoo for all. 
See PDR. Supplied: 4 fl. oz. bottles. 

Contains: WESTWOOD® TAR (equivalent to 0.5% Coal Tar USP) in 
SEBULYTIC® brand of soapless cleansers and wetting agents; KEROHYDRIC® 


brand of dewaxed, oil-soluble, keratin-moisturizing fraction of lanolin; 
with micropulverized sulfur 2%; salicylic acid 2%. 
















For 
stubborn 
dandruff 

and 
scalp 
psoriasis 


Sebutone 


Antiseborrheic 


TAR SHAMPOO 













WESTWOOD PHARMACEUTICALS ING., Buffalo, New York 14213 Tar therapy with quality 
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A Guide to Drug Eruptions. By W Bruinsma, 
MD. Price, $9.50. Pp 103, with many tables. 
Excerpta Medica Amsterdam, Jan Van Galen- 
straat, 335 Amsterdam, The Netherlands, 
1973. 


The basic organization of this short 
book establishes its usefulness to the 
practicing physician. The chapter 
headings for the bulk of the text rep- 
resent the various dermatologic drug 
reaction patterns. Within each chap- 
ter, there is a short discussion of the 
drugs most commonly causing that 
reaction. The discussion is highlight- 
ed by tables within the chapters 
summarizing the drugs most likely 
and less likely to cause the reaction 
under consideration, for example, 
lichenoid eruptions. The book is short 
enough to be a quick reference guide 
during clinical practice. Of course, 
the inverse of this advantage becomes 
one of its failings as the discussions 
regarding each reaction pattern are 
far short of exhaustive; however, as 
stated in the introduction, the book 
was not meant to be complete regard- 
ing theoretical considerations and 
laboratory data. 

In the last few pages of the book, 
two additional useful features are 
found. If one is interested in proceed- 
ing from a given drug to its associated 
reactions, there is a list containing 
this information. However, again, the 
author was forced to make decisions 
regarding which information to in- 
clude and which to omit, for the lists 
of drugs and possible reactions are 
not complete. Second, an index is pres- 
ent in the back of the book listing 
the types of adverse reactions and 
their causative drugs, with a refer- 
ence page to the text or a reference to 
the literature cited for many of the 
drugs. 

A reservation must be included 
regarding the accuracy of the lists of 
drugs causing the varying types of 
reaction patterns. These lists become 
suspect when compared with the lists 
from other sources, which in some 
cases vary greatly. 

Despite these drawbacks, however, 
this book does represent a concise 
review of the different drugs that the 
author thought would most likely 
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cause the various types of reaction 

patterns most often seen by the der- 

matologist. As such, it would be of 

value to the practicing clinician. 
RicHARD D. UNDERWoop, MD 
Rochester, Minn 


Pigment Cell. Vol 1: Mechanisms in Pig- 
mentation. Series editor: V Riley; Volume 
editors: V J McGovern, P Russell, MD. 
Price, $37. Pp 414, with 166 figures and 89 
tables. Albert J Phiebig Inc, PO Box 352, 
White Plaines, NY 10602, 1973. 


This is an uneven volume contain- 
ing clinical, histopathologic, and lab- 
oratory experimentation results re- 
ported at the Melanoma Conference 
in Sydney, Australia. Some of the 
papers have been omitted. In general, 
the book has been reproduced very 
well. The electron micrographs are 
well reproduced. I believe it would 
have been profitable to leave out the 
studies on clinical subjects, such as 
melanoma and the histopathologic 
findings of childhood nevi, and pro- 
duce a basic science monograph on 
melanin pigmentation. However, in 
international conferences, one always 
finds papers that do not fit into a 
given format and probably need to be 
included. This is a marginal volume, 
for in most instances, the data con- 
tained in it are presented elsewhere. 
I believe only workers in the field of 
melanin and melanoma will want to 
acquire the proceedings of this confer- 
ence 

RicHARD K. WINKELMANN, MD 
Rochester, Minn 


Hypersensitivity to Drugs, vol 1. M Samter, 
CW Parker (section editors) Price, $36. Pp 
502, with few illustrations. Pergamon Press 
Ltd, Headington Hill Hall, Oxford OX3 OBW, 
England, 1972. 


In the early part of this century, 
Landsteiner showed that chemicals of 
small molecular weight could func- 
tion as antigens when coupled to pro- 
tein carriers of large molecular 
weight. He correctly anticipated the 
subsequent course of research on the 
problems of drug allergy, which in his 
day were comparatively minor. In 
this text, a comprehensive review of 
the problem of hypersensitivity to 
drugs is taken. Numerous aspects of 
drug allergy, beginning with the 
affinity of the various drugs to pro- 
teins, the reactivity in terms of for- 
mation of covalent bonds with pro- 
teins, the immune response, and the 
various aspects of drug hypersensitiv- 


ity in terms of organ involvement, are 
discussed in considerable detail. The 
book is divided into two sections that 
deal with the principles of drug hy- 
persensitivity including most of the 
subjects just mentioned (chapters 1 
through 7) with the reactions in spe- 
cific organs and organ systems caused 
by drug hypersensitivity. In the sec- 
ond section (chapters 8 through 12), 
the afflictions of the formed elements 
of the blood, the skin, the kidneys, 
and the liver are covered in consider- 
able detail. The book ends with a 
chapter concerning the practical as- 
pects of diagnosis and treatment of 
patients who are hypersensitive to 
drugs. 

In general, it appears that this 
book is for the specialist who is con- 
cerned with the mechanisms of drug 
allergy and who is actively involved 
in the investigation of various forms 
of drug allergy. The first section in- 
cludes a chapter dealing with the 
chemical methods for reactions of 
drugs or materials of small molecular 
weight with proteins and includes 
key references to the literature con- 
cerned with specific methods for these 
chemical reactions. The latter section 
of the book dealing with the reactions 
in specific organs, while not ency- 
clopedic in scope, is quite comprehen- 
sive and is quite well referenced. Fi- 
nally, the last chapter evaluates the 
various methods for diagnosis of drug 
hypersensitivity, with particular ref- 
erence to penicillin hypersensitivity. 

This text is clearly designed for the 
specialist or for the academician with 
a particular interest in drug hyper- 
sensitivity. Although the first part of 
the book might be of theoretical inter- 
est, for anyone involved in the day-to- 
day care of patients with drug reac- 
tions it would lend little to one's abil- 
ity to recognize and manage drug 
hypersensitivity and would probably 
prove difficult to read. On the contra- 
ry, the second part of the book dealing 
with the clinical problems would be of 
considerable interest to many practi- 
tioners, particularly in cases where 
the drug happens to be one that is 
uncommonly involved in various re- 
actions. Thus, it appears that while 
this book might appropriately be on 
the shelf of someone responsible for 
investigation or teaching, it would 
serve as a reference text for others 
who are involved in patient care. 

GERALD J. GLEICH, MD 
Rochester, Minn 
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Especially indicated in 
generalized and long ter 
maintenance therapy. — 





Designed fo 
dermatologi 


ARISTOSE 


TRIAMCINOLONE H] 


The hexacetonide ester of the potent glucocor 
the most useful potency (5 mg. per cc.) 
* lesions respond to intralesional dosage of 0.5 mg. : 
* indicated in intralesional or sublesional therapy « 
nummular eczema, keloids, lichen planus, lichen: 
neurodermatitis, and psoriasis 
the most useful package size (5 cc. in a 12.5 cı 
- over-sized vial facilitates addition of diluents 
low solubility resulting in slow absorption fro: 


COMPARATIVE SOLUBILITY OF INJECTAB 


Dexamethasone phosphate .................. 
Triamcinolone acetonide .................... 
Betamethasone acetate ...................-. 
Methylprednisolone acetate ................. 
Prednisolone tertiary butyl acetate ........... 
ARISTOSPAN Triamcinolone Hexacetonide 


(Based on data on file at Lederle Laboratories) 





DESCRIPTION: A suspension containing 5 mg./cc. of micronized triam- 
cinolone hexacetonide in the following inactive ingredients: Polysorbate 

80 USP 0.20% w/v; Sorbitol solution USP 50.00%, v/v; Water for Injection 
q.s. 100.00% v. Preservative: Benzyl Alcohol 0.90% w/v. 


CONTRAINDICATIONS: Do not give intravenously. (Absolute) Active, 
latent or questionably healed tuberculosis; ocular herpes simplex; acute 
psychosis. Hypersensitivity to any component. (Relative) Active peptic 
ulcer; acute glomerulonephritis; myasthenia gravis; osteoporosis; fresh 
intestinal anastomoses; diverticulitis; thrombophlebitis; psychic disturb- 
ances; diabetes mellitus; hyperthyroidism; acute coronary artery disease; 
hypertension; limited cardiac reserve; local or systemic (including fungal 
and exanthematous) infections; pregnancy, particularly during the first 
trimester; when previous injections have produced local atrophy; in the 
presence of infection in or near the dermatologic lesions to be injected. In 
above, consider the risks against anticipated gains. 


WARNING: Unilateral blindness has been reported following steroid injec- 
tion in the scalp (extremely rare). Weigh possible benefits against possible 
risks when injecting into facial or scalp region. 


PRECAUTIONS: Upon anaphylactoid or other severe reactions or idiosyn- 
crasy, discontinue therapy; take proper measures. Withdraw gradually after 
prolonged treatment. When patients on ARISTOSPAN, or up to two years 
after discontinuance, are subjected to unusual stress (trauma, surgery), 
consider use of a soluble corticosteroid. Corticosteroid therapy may obscure 
symptoms of developing infection; if it occurs, treat appropriately. Growth 
suppression of children is possible during prolonged use. Corticosteroid 
therapy provides symptomatic treatment and does not obviate the need for 
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TAR SHAMPOO 


bel control itching, redness 
and scaling of dandruff, 
seborrhea, eczema and 
psoriasis of the scalp 

Leaves hair clean and manageable 


Our exclusive Fractar-5™ extract contains more of the 
hjor therapeutic coal tar fractions than the four 

ading ethical coal tar shampoo formulas." Without 
desirable pitch. 

That means Pentrax has more therapeutic qualities to 
Ip control seborrheic dermatitis, eczema, and 

oriasis of the scalp. It’s antiseborrheic. Anti-eczemato 
tipruritic. And it lathers well. 

So, next time recommend Pentrax. It’s the most 
erapeutic tar shampoo yet. No pitch. 
bita on file at Texas Pharmacal Company 


«8C TEXAS PHARMACAL COMPANY 
The company that cares for your patients’ skin. 





Hes tried every 

over-the-counter 
"remedy" for 

his tinea 


But only you 
can prescribe 
Halotex. Haloprogin) 











Halotex is the only 
x-only fungicide 


Unsurpassed effectiveness 


Lesion score improvement in 135 patients with varied dermato- 
phytoses included in four double-blind studies!“ showed comparable 
results with Halotex and tolnaftate. However, in one double-blind study 
of 82tinea pedis patients, there was a significantly higher relapse rate as 
measured by KOH determination and culture in the tolnaftate-treated 
patients eight days after therapy was discontinued. 


Economical, full-treatment-size packaging 


Convenient and economical, Halotex is available in two nongreasy and 
nonstaining forms: Halotex Cream 196 in 30-g. tubes and Halotex Solu- 
tion 1% in 10- and 30-ml. bottles. One tube or one 30-ml. bottle is 
usually adequate for a complete course of therapy. 


Description: Halotex cream provides 1% haloprogin in a water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in polyethylene glycol 400, polyethylene glycol 4000. diethyl 
sebacate and polyvinylpyrrolidone. Halotex solution provides 1% (10 mg. per ml.) haloprogin in a homo- 
geneous vehicle of diethyl sebacate and alcohol. Action: Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the skin. Indications: Halotex cream and solution are indicated 
for the topical treatment of tinea pedis, tinea cruris, tinea corporis and tinea manuum due to infection with 
Trichophyton rubrum. Trichophyton tonsurans, Trichophyton mentagrophytes, Microsporum canis, and 
Epidermophyton floccosum. It is also useful in the topical treatment of tinea versicolor due to Malassezia 
furfur. Contraindications: Halotex preparations are contraindicated in those individuals who have shown 
hypersensitivity to any of the components. Warning: USAGE IN PREGNANCY — Safety for use in preg- 
nancy has not been established. Precautions: In case of sensitization or irritation due to Halotex cream or 
solution or any of the ingredients, treatment with these preparations should be discontinued and appro- 
priate therapy instituted. If a patient shows no improvement after four weeks of treatment with Halotex 
cream or solution, the diagnosis should be redetermined. In mixed infections where bacteria or nonsus- 
ceptible fungi are present, supplementary systemic anti-infective therapy may be indicated. For external 
use only. KEEP OUT OF EYES. Adverse Reactions: Reactions reported include: (1) local irritation, burning 
sensation, vesicle formation, and; (2) increased maceration, pruritus or exacerbation of pre-existing 
lesions. Dosage and Administration: Halotex cream and solution should be applied liberally to the 
affected area twice daily for two to three weeks. Interdigital lesions may require up to four weeks of ther- 
apy. How Supplied: Halotex* cream 1% (10 mg. per g.) 30 g. collapsible aluminum tube NDC 87-590-1 
Halotex solution 1% (10 mg. per ml.) 10 ml. polyethylene bottle with controlled drop tip NDC 87-591-1 and 
30 ml. polyethylene bottle with controlled drop tip NDC 87-591-2 References: 1. Carter, V.H.: A Con- 
Mee Study of Haloprogin and Tolnaftate in Tinea Pedis, Curr. Ther. Res. 14:307-310 (June) 1972 

2. Katz, R., and Cahn, B.: Haloprogin Therapy for Dermatophyte Infections. Arch Derm. 106:837,838 
(Dec) 1972. 3. Data on file, Mead Johnson Research Center 
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helps you help them 
reat acne, beautifully 


Komed is the original translucent, oil-free 
thixotropic lotion for the treatment of acne 
vulgaris. It dries rapidly to an invisible medi- 
cated film. And it is so cosmetically attractive 
and therapeutically active that patients will- 
ingly face the world with Komed all day long. 

Introduced nine years ago, Komed is still 
full of young ideas. Its patented Micel-A™ 
base does not stain and actually breaks down 
oils to help hold medication on the skin. And 
Komed contains no elemental sulfur. The 
evenly dispersed sodium thiosulphate decom- 
poses gradually, releasing nascent sulfur at the 
comedone site without marked development 
of sulfur odor. 

Komed has the medicinal and cosmetic 
benefits patients appreciate. It is antiseptic, 


cooling, astringent, drying and keratolytic. 
And because it dries rapidly to an invisible 
film, it may be worn by itself or under con- 
cealing cosmetics. =F 

Both Komed and l 
Komed HC are pro- 
moted only to der- 
matologists. If you 
have not prescribed 
either recently, why 
not ask your Barnes- 
Hind representative 
for samples. 





Barnes-Hind Laboratories 

Division of Barnes-Hind 
Pharmaceuticals, Inc. 

895 Kifer Road. Sunnvvale. CA 94086 
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. SHAMPOO 


a 


The Golden Lather Cleanser designed to 


CRACK “TOUGH NUT” 
PSORIATIC SCALPS! 


The original and only chemically standardized, 
72-hour residual "whole coal tar’’ shampoo cleanser. 
Dramatically effective in stubborn psoriasis and 
seborrhea of scalp and skin. Economical too. 


WHERE RESEARCH AND ECONOMY COME FIRST! 
Syosset, N.Y. 11791 
ZETAR SHAMPOO—Colloidal Whole Tar 1% fortified with Parachlorometaxylenol 0.5%, W/V. 


REFERENCE: Gruber, M., R. Klein and M. Foxx: Chemical Standardization and Quality Assurance of Whole Crude Coal Tar U.S.P. Utilizing 
GLC Procedures, J. Pharm. Sci. Vol. 59, No. 6, (June 1970) 





What’ on your 
patient's face... 


may be more important than 
his chief complaint 





Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 





Patient ET.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 
*Data on file, 
Hoffmann- La Roche 
Inc., Nutley, N.J 





The lesions on his face 


are solar/actinic— 


so-called “senile” keratoses... 
and they may be premalignant. 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 
selectivity of response 


After several days of therapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas. Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 

Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product 
information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity 
to any of its components. 

Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 
How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methyl and propyl). 


Roche Laboratories 
Division of Hoffmann-La Roche Inc 
Nutley, N.J. 07110 


This patient’s lesions were resolved with 


Efudex 


. fluorouracil/ Roche 


5% cream/solution...a Roche exclusive 


DERM-ARTS 





FLUONID 
Cream 0.0176 and 0.02576 
(fluocinolone acetonide) 





FLUONIDS? (fluocinolone acetonide) 

cream 0.01% and 0.025% 
Description—FLUONID® Cream 0.025% and 
FLUONID Cream 0.01% contain, respectively, 
0.025% and 0.01% fluocinolone acetonide in 
a water-washable, aqueous base of stearic 
acid, propylene glycol, sorbitan monostearate, 
sorbitan monooleate, polyoxyethylene 
sorbitan monostearate, and citric acid with 
methylparaben and propylparaben as 
preservatives. 

Action—Topical steroids are primarily effec- 
tive because of their anti-inflammatory, 
antipruritic and vasoconstrictive actions. 
Indications—Fluonid (fluocinolone acetonide) 
preparations are intended for topical applica- 
tion for symptomatic relief and adjunctive 
management of acute and chronic cortico- 
steroid-responsive dermatoses. 
Contraindications—Topical steroids are 
contraindicated in vaccinia and varicella. 

Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. 
Precautions—If irritation develops, Fluonid 
preparations should be discontinued and 
appropriate therapy instituted. 

In the presence of an infection, the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, Fluonid 
preparations should be discontinued until the 
infection has been adequately controlled. 

If extensive areas are treated or if the 
occlusive technique is used, the possibility 
exists of increased systemic absorption and 
suitable precautions should be taken. See 
package insert for full prescribing information 
on occlusive dressing therapy. 

Although topical steroids have not been 
reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not absolutely been established. 
Therefore, they should not be used extensively 
on pregnant patients, in large amounts, or 
for prolonged periods of time. 

Fluonid preparations are not for ophthal- 
mic use. 

Adverse Reactions—The following local 
adverse reactions have been reported with 
topical corticosteroids: burning sensations, 
itching, irritation, dryness, folliculitis, acne- 
form eruptions, hypopigmentation. 

The following may occur more frequently 
with occlusive dressings than without such 
therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 

How Supplied—15 gm and 60 gm collapsible 
tubes and 425 gm jars. 

These preparations are available on 
prescription only. 


Reference: 1. Dickey RF: Topical Utilization 
of corticoids in clinic dermatology. Cutis 
2:779-784 (Oct) 1966. 





Another patient benefit product from 


Derm: Arts Laboratories 
da Division of 





Marion Laboratories, Inc 
Kansas City, Missouri 64137 


“The general consensus among 
dermatologists is that 
the most effective corticosteroids 
for topical therapy... are 
the ‘acetonide’ derivatives . . ."' 


Tenderness for sensitive skin. 
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| Soap-Free Skin Cleanser 


Gentle Lowila Cake is a mainstay in dermatitic skin therapy. Its low pH (4.5-5.5) helps pro- 
tect the natural acidity of the skin and favors healing. Hypoallergenic, rich lathering Lowila 
provides care for tender skin. Recommended for dermatitic and eczematous patients of 
all ages, including babies. See PDR. Suppled: 3% oz. bars. 


Contains sodium laury! sulfoacetate in a corn dextrin base. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 


Manifestations 


of urticaria: 
whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 

as the result of whealing. That this is not the 
case is, however, shown in the exceptional 
cases of typical hives without itching." 
Typical urticarial skin eruptions showing 


sharply demarcated, elevated wheals. In this case, 
wheals are surrounded by erythema. 


The pathogenic 


mechanism. 


Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 

M.— intact mast cell 

E— erythrocyte 

N — nucleus of endothelial cell of capillary 





Contraindications: Glaucoma, predisposition to urinary reten- 
tion, stenosing peptic ulcer, pyloroduodenal obstruction, con- 
current monoamine oxidase inhibitor therapy, an asthmatic 
attack, or other lower respiratory symptoms, and hypersensitiv- 
ity to this drug. Should not be prescribed for elderly, debilitated 
patients. 

Warnings: Because of frequently occurring drowsiness, may im- 
pair alertness in some patients, including children attending 
school; operation of automobiles and other activities made haz- 
ardous by diminished alertness should be avoided. In preg- 
nancy, lactation, or women of childbearing age, weigh potential 
benefits against possible hazards to mother and child. An inhibi- 
tion of lactation may be produced. 

Overdosage of antihistamines, particularly in infants and chil- 
dren, may produce convulsions and death. 

Precautions: Caution patients against ingestion of alcohol and 
other CNS depressants. Use with caution in patients with bron- 
chial asthma because of a possible drying effect on bronchial se- 
cretions. Rarely, prolonged therapy with antihistamines may 


‘ à = 
cause blood dyscrasias, but none has been reported as yet with 


this drug. 

Adverse Reactions: Drowsiness and somnolence appear fre- 
quently, but may disappear after three or four days of therapy. 
Dry mouth, dizziness, jitteriness, faintness, dryness of mucous 
membranes, headache, nausea, and allergic skin manifestations 
of rash and edema have been reported in low incidence. Rarely, 
CNS stimulation (such as agitation, confusion, visual hallucina- 
tions) may occur. 

How Supplied: Tablets containing 4 mg cyproheptadine HCl 
each, in bottles of 100; Syrup, containing 2 mg cyproheptadine 
HC! per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as 
preservative, in bottles of 473 ml. 

For more detailed information, consult your MSD representative or 
see full Prescribing Information. Merck Sharp & Dohme, Division 
of Merck & Co., Inc., West Point, Pa. 19486. 

Reference: 1. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Der- 
matology, Diagnosis and Treatment, ed. 2, Chicago, The Year 
Book Publishers, Inc., 1961, p. 229. 


Manifestations 
and Management 
of Urticaria 


Management of urticaria. 


Obviously, identifying the etiologic factor — and eliminating it — is the most satis- 
factory approach to its prevention. However, the search for a causative 

agent can prove lengthy or unproductive. Immediate symptomatic treatment 
should be considered. 

Administration of an antihistamine is often satisfactory, except for acute episodes 
with laryngeal edema in which epinephrine may be required. Overheating 

or hot baths tend to increase pruritus; cool colloidal baths tend to be soothing. 
Sedatives may prove helpful. 


for mild uncomplicated 
allergic skin manifestations of urticaria — 


PERIACTIN 


(Cyproheptadine HCl | MSD) 


Tablets, 4 mg Syrup, 2 mg/5 ml 
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IN CONTACT DERMATITIS 


VALISONE Aerosol 


BEIAMEFIASON: VALERATE 


Aerosol 0.15% w/w (as betamethasone) 
CLINICAL CONSIDERATIONS: 

INDICATIONS VALISONE Aerosol is indicated, 
solely, for the adjunctive topical management for 
the relief of inflammatory manifestations of acute 
contact dermatitis. 

CONTRAINDICATIONS Topical steroids are con- 
traindicated in tuberculosis of the skin and some 
viral diseases of the skin (vaccinia and varicella). 
Hypersensitivity to any of its components is a con- 
traindication to the use of VALISONE Aerosol. 
This preparation also is contraindicated for use 
under occlusive dressings. 

WARNINGS 

Keep away from eyes or other mucous mem- 
branes. 

Avoid inhaling. 

Avoid freezing of the tissue by not spraying for 
more than 3 seconds, at a distance not less than 
6 inches. 

Contents are under pressure. Do not puncture. 
Do not use or store near heat or open flame. Ex- 
posure to temperatures above 120° F may cause 
bursting. Never throw container into fire or incin- 
erator. Keep out of reach of children. 
PRECAUTIONS If irritation or sensitization de- 
velop with use of VALISONE Aerosol, treatment 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. 

If extensive areas are treated, the possibility 
of increased systemic absorption of the cortico- 
steroid exists and suitable precautions should be 
taken. The effects of systemic absorption of 
steroids are reversible. 

Ulceration has been reported in a few cases with 
useof topical corticosteroidsinskinconditions which 
involve impaired circulation (i.e., stasis dermatitis). 

Use in women of childbearing age: Although 
topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of 
their use in pregnant females has not absolutely 
been established. Therefore, they should not be 
used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corti- 
costeroids. 


burning sensations hypertrichosis 
itching acneform eruptions 
irritation hypopigmentation 
dryness skin atrophy 
folliculitis secondary infections 
miliaria striae 


DOSAGE AND ADMINISTRATION The container 
may be held upright or inverted during use. The 
spray should be directed onto the affected area 
from a distance of approximately 6 inches and 
applied for only 3 seconds. 

Apply the medication three to four times a day. 

For more complete details, consult package in- 
sert or Schering literature available from your 
Schering Representative or Professional Services 
Department, Schering Corporation, Kenilworth, 
New Jersey 07033. SLR 374 


‘BEIAMEIHASONE VALERATE V. 


*FOR CONTACT DERMATITIS ONLY 


Cools and soothes hot, oozing, itching lesions... 
easily penetrates hairy areas... 

conveniently treats hard-to-get-at skin surfaces... 
cosmetically elegant—invisible, odorless, 
stainless. 


See Clinical Considerations section on opposite page... 





For an organization supposedly 
opposed to change, the AMA has 
made a lot of changes. 


One of the most significant was the addition of 
an important new voice in the AMA —that of 
interns and residents. For the first time, these 
young physicians have not only a voice but also 
a vote in helping shape AMA policies 


Recently, the AMA House provided the same 
opportunities for membership and participation 
to medical students. 


That's not all. In another important change, the 
AMA's council-committee structure has been 
streamlined. Some councils and committees 
have been dropped. Others have been made 
more efficient by reducing their size to seven 
members for councils and five for committees. 
And to permit more frequent infusion of new 


members and ideas, maximum tenure of ser- 
vice has been reduced to seven and five years, 
respectively 


The AMA has made a lot of changes. Changes 
to make it more responsive to the ideas of all 
physicians ...changes to make it more effec- 
tively serve the needs of the profession 


Change will continue. But it will be decided 
only by those of you interested and dedicated 
enough to be a force in that change. 


Join us. 
We can do much more together. 


American Medical Association 
535 N. Dearborn St./Chicago, IIl. 60610 
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EMULSIFICATION ALONE DUAL-DEGREASING IONIL 
leaves some skin oils behind. Commonly-used emulsified and dissolved the cholesterol 
emulsifier with water failed to dissolve cholesterol for thorough dual-degreasing action. 


ual-degreasing 
makes the 
difference 


loni! CUu 


Nonionic/cationic dandruff shampoos 


lonax Scrub 


Lemon scented abradant cleanser 


lonax Foam 


Oily skin cleanser 


588 lonil Contains: Salicylic acid 2% and benzalkonium chloride 0.2% in a blend of Owenethers!M (ethoxylates), alcohol 139 
Owen Laboratories lonil T Contains: lonil and Owentar® (specially processed form of coal tar solution). lonax Scrub Contains: Polyethyle: 
W P. O. Box 34630 granules; Owenethers™ (ethoxylates); alcohol 12% and benzalkonium chloride 0.25% in a nonionic/cationic base. 


"e | Dallas, Tex. 75234 lonax Foam Contains: Owenethers™ (ethoxylates) and benzalkonium chloride 0.2% in a nonionic/cationic base. 








We have a new edge on seborrhea 
new Sebulex: Cream 


GINA QU 131 Lg NSN 








Helps control m 

dandruff.” 
fe! to d 
manageable. 

New Sebulex Cream...and Sebulex 3 

...effectively help control dandruff, 
remove excess oil, and stop itching 
with the first shampoo. Sebulex has 
over 14 years of proven efficacy and 
wide acceptance among dermatologists. 
There is still no safer, more effective, 
easier-to-use antiseborrheic shampoo. 


Supplied: Sebulex Cream, 4 oz. tubes; 


Sebulex, 4 oz. and 8 oz. plastic bottles. t Therapeutic edges 
Contains: SEBULYTIC® brand of soapless 27 BU d 


cleansers and wetting agents; on seborrhea, 
micropulverized sulfur 2%, salicylic acid 2%. Sebulex Cream 


WESTWOOD PHARMACEUTICALS INC., 
Buffalo, New York 14213 and Sebulex. 
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new Sebulex Cream 
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New Sebulex Cream... and Sebulex 

... effectively help control dandruff, 
remove excess oil, and stop itching 

with the first shampoo. Sebulex has 
over 14 years of proven efficacy and 
wide acceptance among dermatologists. 


There is still no safer, more effective, 
easier-to-use antiseborrheic shampoo. 


Supplied: Sebulex Cream, 4 oz. tubes; 
Sebulex, 4 oz. and 8 oz. plastic bottles. 
Contains: SEBULYTIC® brand of soapless 
cleansers and wetting agents; 

micropulverized sulfur 2%, salicylic acid 2%. 
WESTWOOD PHARMACEUTICALS INC., 
Buffalo, New York 14213 
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, INDICATIONS: Therapeutically, used as an adjunct to appropriate systemic 4 
A therapy for topical infections, primary or secondary, due to susceptible 
organisms, as in: e infected burns, skin grafts, surgical incisions, otitis externa- 
* primary pyodermas (impetigo, ecthyma, sycosis vulgaris, paronychia) 
e secondarily infected dermatoses (eczema, herpes, and seborrheic dermatitis) 


e traumatic lesions, inflamed or suppurating as a result of pattes. infection. ue 
Prophylactically, the ointment may be used to prevent bacterjal contamination T 
. in burns, skin grafts, incisions, and other clean lesions. For abrasions, minor c s and 
wounds accidentally incurred, its use may: prevent the development of infection and 
; $, permit wound healing. 
|. CONTRAINDICATIONS: Not for use in the Pac ear canal if the eardrum is perforated. 
This product is contraindicated in those individuals who have shown hypersensitivity — 
to any of the sor a tl 3 
PRECAUTION: As with other antibiotic preparations, prolonged use may result i in 
overgrowth of nonsusceptible organisms and/or fungi. Appropriate measures should be taken 
if this occurs. Articles in the current medical literature indicate an increase in the prevalence 
of persons allergic to neomycin. The possibility of such a reaction should be borne in mind. 


Complete literature availa ble on 7 uest from Professional Services Dept. PML. 


POR IN Ointment — 


^ i Each gram contains: Aerosporin? brand Polymyxin B Sulfate 
5,000 units; zinc bacitracin 400 units; neomycin sulfate 5 mg. 
(equivalent to 3.5 mg. neomycin base); special white SÉ 
q.s. In tubes of 1 oz. and % oz. and J4; oz. (approx.) foil packets. 


Mb du 3 dun 


Research Triangle Park 


X | Burroughs Wellcome Co. 
^x 
f | Wellcome North Carolina 27709 





ARCHIVES OF 


OCTOBER 1973, VOL 108, NO 4 








Dermatology 


EDITORIAL BOARD 


Chief Editor 
Robert R. Kierland, MD, 
Mayo Clinic 
200 First Street 
Rochester, Minn 55901 


Chief Editor Designate 
John H. Epstein, MD, ` 
San Francisco 


Assistant Chief Editor, 


Walter C. Lobitz, Jr., MD, 


Ernest B. Howard, MD, 
Executive Vice-President 


Donald F. Foy, 
Director 
Management Services Division 


Sigfrid A. Muller, MD, Portland, Ore 
Rochester, Minn 
W. Mitchell Sams, Jr., MD, 
Donald C. Abele, MD, Denver 
Augusta, Ga € 
Harry L. Arnold, Jr., MD, cam raus MD, 
Honolulu, Hawaii ee 
Richard L. Dobson, MD, Mines e i 
Portland, Ore eine AO WB 
Robert W. Goltz, MD, TUE M i 
Minneapolis 
J. Walter Wilson, MD, 
Leng Beach, Calif 


Conditions for Acceptance of Color Illustrations 


Illustrations in full color are accepted for publication in ARCHIVES OF DERMATOL- 
OGY if the editor believes that color will add significantly to the published manuscript. 

When color illustrations are accepted, the American Medical Association will pay part 
of the expense of reproduction and printing, the remainder to be borne by the author or 
the institution with which he is affiliated. After deducting AMA’s.contribution, the 
author's share is $275 for up to six square finished illustrations. Additional illustrations 
and special effects, such as outlining, opaquing, or surprinting, will be billed to the 
author at cost. 

Color transparencies must be submitted for evaluation. Do not send color prints unless 
accompanied by original transparencies. 

If transparencies are mounted in frames or glass, the material should be carefully 
packed in gauze and sent with the manuscript in a separate container or between two 
pieces of pressboard. 


Advertising and Subscription Information 


ADVERTISING OFFICES: 535 N Dearborn St, Chicago 60610, Area Code 312, 751- 
6000; and 122 E 42nd St, New York 10017, Area Code 212, 867-6640. 


ADVERTISING PRINCIPLES: Each advertisement in this issue has been reviewed 
and complies with the principles governing advertising in AMA scientific publications. 
A copy of these principles is available upon request. 


SUBSCRIPTION RATES: The yearly rate of the ARCHIVES OF DERMATOLOGY 
is: United States, US Possessions, Canada, and Mexico, one year, $12; two years, $18; 
all other countries, one year, $25; two years, $35. Special price to Residents, Interns, 
and Medical Students in the United States. US Possessions, Canada, and Mexico, one 
year $6. : 


CHANGE OF ADDRESS: Please notify the publisher at least six weeks in advance, 
including both old and new address, and a mailing label taken from the most recent 
copy. Include your new zip code number. 


THE ARCHIVES OF DERMATOLOGY is published monthly by the American Med- 


ical Association, 535 N Dearborn St, Chicago 60610, and is an official publication of the 
Association. Second-class postage paid at Chicago. 


462 


John T. Baker, 


General Sales Manager 


Robert A. Enlow, 


Circulation Manager 


PUBLICATION STAFF 
Offices: 535 N Dearborn St, 
Chicago, Ill 60610 
Robert H. Moser, MD, Director, 


Scientific Publications Division, 
American Medical Association 


Hugh H. Hussey, MD, Consulting Editor 
George L. Fite, MD, Corresponding Editor 

Charles F. Chapman, Managing Editor 
Norman D. Richey, Production Manager 
Special Projects Editor: Bonnie M. Van Cleven 


Manuscript Quality. Review: Dorothy Deering, 
(supervisor), Jill Freedman, Eileen Wickboldt 


Copy Editing: Sandra Malanga (supervisor), Louise 
Bergdahl, Teresa Boguta, Renee Campbell 


Manuscript Records: Carol Ann Keys 
Art Director: Ralph L. Linnenburger 
Indexer: Helen A. Ehrhardt 


Proofreading: Lorraine Kruse (supervisor), Elvina 
Nerwin, Dorothy Waier 


Art Production: Raymond Dorn (manager), Julia Bero, 
Laura Heichel, Mary Palmer, JoAnne Weiskopf, Olga 
Wilszanecky 


Production Supervisors: Thomas J. Handrigan 
(Illustrations) Marlene M. Hinsch (Editorial), James P. 
Bagniewski (Advertising), Frank Van Santen (Pro- 
duction Services) 


Senior Production Assistants: M. Kathleen Berka, 
Florence Meyer 


Produestion Assistants: Rhonda Chattin, Maureen 
Devine, Shirley Latronica, Deborah Weber 


Please address communications concerning accepted or 
published communications to: AMA Specialty Journals, 
535 N Dearborn St, Chicago, Il] 60610. 


— 


introducing 


The Special-Delivery Steroid. 
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Completely in solution... 
to enhance rapid, maximal 
percutaneous absorption. 


A clinicallyeffective M 
adjunct without occlusion... 
even in psoriasis. ES j 
Cosmetically elegant. 
Paraben-free. EE 
Economical in cost and coverage. 














Caution:Federal law prohibits dispensing without 
a prescription 

Benisone* Gel0.025% contains the active steroid 
compound betamethasone benzoate, the 17- 
benzoate ester of betamethasone, having the 
chemical formula of 9a-fluoro-118, 17, 21- 
trihydroxy-16B- methylpregna-l, 4-diene-3, 20- 
dione 17-benzoate. 

Benisone* Gel contains betamethasone benzo- 
ate in a specially formulated gel base consisting of 
13.895 (w/w) alcohol, carboxy-vinyl polymer, 
propylene glycol, disodium edetate, diisopro- 

panolamine and purified water. The gel is self- 
queis. clear, greaseless and non-staining. 

In this formulation the active ingredient is com- 
pletely solubilized and remains in the clear film 
without crystallization after evaporation of volatile 
substances. 

Indications: Benisone’ Gel (betamethasone ben- 
zoate) is intended for relief of the inflammatory 
manifestations of corticosteroid-responsive der- 
matoses 

Contraindications: Topical steroids are con- 
traindicated in viral diseases of the skin, such as 
varicella and vaccinia. 

Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to any 
of the components of the preparation. 

This preparation is not for ophthalmic use 
Precautions: If irritation develops, the gel should 
be discontinued and appropriate therapy in- 
stituted 

In the presence of an infection, the use of appro- 
priate antifungal or antibacterial agents should 
be instituted. If a favorable response does not 
occur promptly, the corticosteroid should be dis- 
continued until the infection has been adequately 
controlled. If extensive areas are treated, or if the 
occlusive technique is used, the possibility exists 
of increased systemic absorption of the cortico- 
steroid and suitable precautions should be taken 

Although topical steroids have not been re- 
ported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has 
not absolutely been established. Therefore, they 
should not be used extensively on pregnant pa- 
tients, or in large amounts, or for prolonged 
periods of time. Due to the alcohol content of the 
vehicle, Benisone” Gel (betamethasone benzoate) 
may cause mild, transient stinging without irrita- 
tion if used on excoriated skin 
Adverse Reactions: The following adverse re- 
actions have been reported with topical corti- 
costeroids: burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atro- 
phy, striae, hypertrichosis, acneform eruptions 
and hypopigmentation 
Dosage and Administration: Apply to affected 
areas 2 to 4 times daily as needed. 

Supplied: Benisone* Gel is supplied in 15.gm and 
60 gm tubes 
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Announcing 
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and strength 


—for even 
greater — 
therapeutic 
flexibility 

a new ethical specific from 
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Scanning electron microscopy 
reveals RETIN-A effect on open 
i comedo(X 100). 
r S. T A Pty 


“Primarily grades I, Il, and IIl in which comedones, papules, and pustules predominate. 
It is not effective in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). 


For prescribing information, please see last page of this advertisement. 
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an apparently unique 


mode of action 


In sharp contrast to the current superficial peel- 
ing agents, RETIN-A is a deep-acting topical agent 
that stimulates epithelial proliferation within the 
follicular canal as well as in the surface epithelium. 

Most topical acne therapies are only “peeling 
agents" in that they are epidermal irritants, produc- 
ing desquamation with the objective of unplugging 
existing comedones. But exfoliation of epidermis 
alone does little more than produce scaling. 

The apparently unique mode of action of 
RETIN-A is the basis for its clinical efficacy in topical 
acne therapy. 

Evidence to date suggests: 

RETIN-A expels existing comedones. The 
reduction in number of attachment plates (desmo- 
somes) of the epidermal cells and the increased 
cell turnover within the plugged pilosebaceous 
orifice loosens the anchorage of existing comedones 
and expels them from the follicle. 

RETIN-A breaks up precursor comedones 
(previously unseen lesions). What may appear 
to be an exacerbation of the acne process is its 
effect on previously unseen lesions. RETIN-A in- 
creases the permeability of the sebaceous glands 
and permits escape of trapped lipids and fatty 
acids. An accelerated "natural" local inflammatory 
and/or leukocytic response provides early resolu- 
tion of the deep lesions before they reach the skin 
surface. 

RETIN-A prevents the formation of new 
comedones. Whereas comedo formation 
depends on horny cells sticking firmly together to 
create a solid plug to block the follicular canal, the 
accelerated turnover of these cells and the reduc- 
tion in the number of attachment plates induced 
by RETIN-A loosens the attachment of horny cells 
to one another and helps to prevent formation of 


solid plugs that comprise the comedo. 


you titrate the response 


Though erythema is not a necessary pre- 
requisite to effective therapy with RETIN-A, it does 
occur in many patients. When it does, it can serve 
as a guide to therapy. Erythema may be used asa 
titratable index to aid the physician in controlling 
irritation (excessive erythema) while achieving 
optimal response by selecting appropriate dosage 
form and dosage frequency tailored to the individ- 
ual patient's particular requirements. 

Too much erythema may give the patient a 
false impression that he is not tolerating the treat- 
ment and thus cause him to abandon the medica- 
tion. He is more likely to adhere to the regimen if 
the physician supervises his treatment regularly, re- 
ducing the frequency of application if necessary, 
even though therapeutic response may be slower 
with this approach. The amount and vigor with 
which RETIN-A is applied also can be a factor in 
producing erythema; the patient should be in- 





Fig. 1 Untreated open comedo. Note tightly adher- 
ent corneocytes, admixed with microorganisms, 
debris, and sebum (x 200). 
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structed initially to use RETIN-A once daily in an 
amount and manner sufficient to produce a satisfac- 
tory response without causing excessive erythema. 

Most patients who developed erythema in 16 
well-controlled studies* exhibited the maximum in- 
tensity in either the second or third week of treat- 
ment. Subsequently the degree of erythema 
decreased in most patients as treatment continued. 

Thus, after a few weeks of therapy with 
RETIN-A, when clinical response is becoming ap- 
parent and excessive erythema is less likely to 
occur, the frequency of application can be in- 
creased, if desired. 

The introduction of the third important dosage 
form, RETIN-A Brand tretinoin Cream 0.1% , now 
provides even greater therapeutic flexibility to 
enable you to titrate for individual patient response. 

The therapeutic range and flexibility with 
RETIN-A facilitates treatment of acne vulgaris, 
primarily grades l, Il, and III** in which comedones, 
papules, and pustules predominate. 


The patient who continues to experience ex- 
cessive irritation, even after careful titration with 
RETIN-A, should be withdrawn from therapy. 


TITRATION 


to control clinical response 
while avoiding excessive erythema 








PHYSICIAN- 1. FREQUENCY 

SUPERVISED 2. STRENGTH 

For Acne Vulgaris 3.DOSAGE FORMS 

Grades |, Il, III 4. ADJUNCTIVE MEASUREST 
Data on file in the Department of Clinical Research, Johnson & 
ee in most cases of severe pustular and deep cystic 


nodular variéties (acne conglobata). 


tInstruct patient to: Wash face gently, no more than 2 or 3 times daily. 
Pat face dry with towel (don't rub). Wait 15-20 minutes before apply- 
ing RETIN-A. Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. Use mild soap and 
shampoo (PURPOSE Brand Soap; PURPOSE Brand Shampoo). Avoid 
excessive exposure to extremes of climate. 





Fig. 2 Close-up detail illustrating firm 
adherence and compacting of cells, 
microorganisms, debris, and oily film 
(x 1000). 
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clinical response 


In 16 well-controlled, double-blind studies 
utilizing 0.05% RETIN-A Brand tretinoin solution 
and involving 372 patients, good to excellent results 
were attained in 72.8% of the cases, with only 
27.2% rated fair to poor, and with less than 2% 
adverse reactions noted. 

Five randomized double-blind studies were 
performed utilizing RETIN-A Brand tretinoin ina 
hydrophilic cream base on 85 teenage and young 
adult patients with grades II and III acne. They re- 


by prescription only 


Fig. 3 Treated open comedo. RETIN-A therapy 
(three weeks). The lesion is springing up out of 
its crater. Note reduced cohesiveness of the 
cellular mass (x 100). 


Fig. 4 Close-up detail illustrating effect 
of RETIN-A on corneocytes, now clearly 
visible as loosely attached individual 
cells (x 1000). 





Scanning electron micrographs by C. M. Papa, M.D., Johnson & Johnson Research. 


ceived treatment once or twice daily with RETIN-A 
0.1% , using the cream base as a control, for periods 
of up to 16 weeks. A good to excellent response was 
achieved in 62.3% of these patients, with 37.7% 
rated poor to fair. An adverse reaction was noted in 
only 1 patient. 

The cream base is a convenient vehicle for use 
by the patient, and appears to contribute to a re- 
duction in adverse effects over the effects noted 
with previous formulations. 


For prescribing information, 
please see last page of this advertisement. 


Liquid 0.05% 


Retin A Saturated Swabs 0.05% 


tretinoin 


New Cream 0.1% 


an ethical specific from the Dermatological Division of fohmonsfohmon 


Description: RETIN-A Brand tretinoin is available in both liquid and Indications: RETIN-A Brand tretinoin is indicated for topical applica- 


cream vehicles. RETIN-A liquid contains tretinoin (all-trans retinoic tion in the treatment of acne vulgaris, primarily grades |, II, and III in 
acid; vitamin A acid) 0.05% by weight, polyethylene glycol 400, which comedones, papules, and pustules predominate. It is not effec- 
butylated hydroxytoluene, and alcohol 55%. RETIN-A cream con- tive in most Cases of severe pustular and deep cystic nodular varieties 
tains tretinoin 0.1% by weight in a hydrophilic cream vehicle of (acne conglobata). 

isopropyl myristate, white wax, polyoxyl 40 stearate, stearyl alcohol, Contraindications: Use of the product should be discontinued if 
stearic acid, and parabens (methyl and propyl). hypersensitivity to any of the ingredients is noted. 


Warnings: RETIN-A Brand tretinoin should be kept away from the ^ 
eyes, the mouth, angles of the nose, and mucous membranes. Topical 
use may induce severe local erythema and peeling at the site of 
application. If the degree of local irritation warrants, patients should 

be directed to use the medication less frequently, discontinue use 
temporarily, or discontinue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous skin and should be 
used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patient's 
skin until the effects of peeling agents subside before use of RETIN-A 
Brand tretinoin is begun. 

Exposure to sunlight, including sunlamps, should be minimized 

during the use of RETIN-A Brand tretinoin and patients with sunburn 
should be advised not to use the product until fully recovered because « 
of heightened susceptibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to have considerable sun 
exposure due to occupation should exercise particular caution. 
Similar precautions are advisable with regard to the use of medicated 
or abrasive soaps and cleansers, soaps and cosmetics that have a 
strong drying effect, and products with high concentrations of alcohol, 
astringents, spices, or lime. 

If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may 
occur. 

Adverse Reactions: The skin of certain sensitive individuals may 
become excessively red, edematous, blistered, or crusted. If these 
effects occur, the medication should either be discontinued until the 
integrity of the skin is restored or the medication should be adjusted 
to a level the patient can tolerate. Temporary hyper- or hypopig- 
mentation has been reported with repeated application of RETIN-A 
Brand tretinoin. Some individuals have been reported to have height- 
ened susceptibility to sunlight while under treatment with RETIN-A 
Brand tretinoin. To date, all adverse effects of RETIN-A Brand tretinoin 


2 z have been reversible upon discontinuation of therapy. (See Dosage 
Evidence to date suggests it and Administration section) 
ithi H Dosage and Administration: Cream: RETIN-A Brand tretinoin cream 
acts deep within the follicular canal should be applied once a day, before retiring, to the skin w here acne 
to expel existing comedones, lesions appear, using enough to cover the entire affected area lightly. 
break up their precursors, and day, before retiring, to the skin where acne lesions appear, spreading 


Swab: One RETIN-A Brand tretinoin swab should be applied once a 

e the medication over the entire affected area. One swab supplies 
prevent formation of new ones enough of the preparation to treat an area the size of the face. If other 
sites are treated, such as the back, additional swabs should be used. 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a day, 


EOR | before retiring, to the skin where acne lesions appear, using enough 
by prescription only to cover the entire affected area lightly. The preparation may be 


e applied using a fingertip, gauze pad, or cotton swab. If gauze or 
cotton is employed, care should be taken not to oversaturate it to the + 
e ] = extent that the liquid would run into areas where treatment is not f 
: i intended. 
Application may cause a transitory feeling of warmth or slight sting- 





è BRAND z ing. In cases where it has been necessary to temporarily discontinue 
therapy or to reduce the frequency of application, therapy may be 
re INOI n resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of 
inflammatory lesions may occur. This is due to the action of the 
Saturated Swabs 0.05% medication on deep, previously unseen comedones and papules. 
Therapeutic results should be noticed after two to three weeks. Re- 


. e | » z 
Liquid 0.05 A sults may not be optimal until after six weeks of therapy. Once the 
e. 


acne lesions have responded satisfactorily, it may be possible to 


N WwW Cream 0 1% maintain the improvement with less frequent applications. 
e oh /0 Patients treated with RETIN-A Brand tretinoin may use cosmetics, 


RETIN-A liquid contains tretinoin 0.05% by weight, polyethylene but the areas to be treated should be cleansed thoroughly before the 
glycol 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A medication is applied. 
cream contains tretinoin 0.1% by weight in a hydrophilic cream How Supplied: RETIN-A Brand tretinoin is supplied in three forms: 
vehicle of isopropyl myristate, white wax, polyoxyl 40 stearate 1. Foil-covered swabs saturated with 0.05% strength liquid, in boxes 
stearyl alcohol, stearic acid, and parabens (methyl and propyl). of 30 i i r 
2. Amber bottles containing two fluid ounces of 0.05% strength 3 
liquid. 


3. One-ounce tubes containing a bland hydrophilic cream with 
tretinoin at 0.1% strength. 


an ethical specific from the Dermatological Division of fohmonsfohmon 


New Brunswick, New Jersey 08903 
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Manuscript Preparation and Submission 


Send manuscripts by first-class mail to the Chief Editor, Robert 
R. Kierland, MD, Mayo Clinic, 200 1st St, SW, Rochester, Minn 
55901. Manuscripts are received with the understanding that 
they are not under simultaneous consideration by another publi- 
cation. Áccepted manuscripts become the permanent property of 
the ARCHIVES and may not be published elsewhere without per- 
mission from the publisher (AMA). 

C] All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

C] Designate one author as correspondent and provide his ad- 
dress and telephone number. He will be notified by mail of the 
intended publication date approximately one month in advance. 
Order reprints at the time the typescript is returned after edi- 
torial processing. The corresponding author will receive 200 
free tearsheet copies of the article. 

[C] Submit an original typescript and two high quality copies of 
the entire manuscript including short communications such as 
letters to the editor, book reviews, announcements, etc. All copy 
(including references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm (8Y2 x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

[C] Titles should be short, specific, and clear. They should not 
exceed 75 characters, including punctuation and spaces. À sub- 
title is often useful to shorten the main title. Provide a brief 
“running title” on each manuscript page. The title page should 
include the full names and academic affiliations of all authors, 


the address to which requests for reprints should be sent, and, if 


the manuscript was presented at a meeting, the name of the 
organization, place, and daté on which it was read. 

The style of writing should conform to acceptable English 
usage and syntax. Slang, medical jargon, obscure abbreviations, 
and abbreviated phrasing are to be avoided. 

[.] Manuscripts reporting the results of experimental investi- 
gations on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the pro- 
cedure(s) had been fully explained. 

C] Authors whose "first" language is not English should ar- 
range for their manuscripts to be written in idiomatic English 
prior to submission. 

[_] Provide an abstract (135-word maximum) of the article. The 
abstract should include statements of the problem, method of 


study, results, and conclusions. The abstract replačes the sum- . 


mary. 
L List references in consecutive numerical order (not alpha- 
betically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited 
in the text or tables. Unpublished data and personal communi- 
cations should not be listed as references. References to journal 
articles should include (1) author, (2) title, (3) journal name (as 
abbreviated in Index Medicus), (4) volume number, (5) inclusive 
page numbers, and (6) year, in that order. References to books 
should include (1) author(s), (2) chapter title (if any), (3) editor 
(if any), (4) title of book, (5) city of publication, (6) publisher, and 
(7) year. Volume and edition numbers, specific pages, and name 
of translator should be included when appropriate. The author 
is responsible for the accuracy and completeness of the references 
and for their correct text citation. Please note this journal’s punc- 
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tuation and sequence style preference in previously published - 
reference listings. 

[.] Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 

{_] All measurements are to be in metric units. 

[.] Letters to the Editor. The Editor will be pleased to receive 
correspondence which pertains to material published in the 
Arcuives. If intended for publication, such letters should be 
clearly marked “For Publication.” 

C] Use only those illustrations that clarify and augment the 
text. Submit illustrations in duplicate, unmounted and un- 
trimmed. Do not send original artwork. Send high-contrast glossy 
prints (not photocopies). Figure number, name of senior author, 
and arrow indicating “top” should be typed on a gummed label 
and affixed to the back of each illustration. All lettering must be 
legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain used should 
be provided when pertinent. Illustrations should preferably be in 
a proportion of 12.5 x 18 cm (5 x7 inches). 

Legends should be typed double spaced beginning on a separate 
sheet of paper. Length should be limited to a maximum of 40 
words. 

[C] An experienced medical illustrator should be employed 
whenever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. If 
halftone artwork with labels is submitted, affix type and leaders 
to a clear acetate overlay registered to the base drawing. Labels 
and leaders should be applied directly to the drawing board sur- 
face if the artwork consists only of line ink technique. 

C] A letter of consent must accompany all photographs of pa- 
tients in which a possibility of identification exists. It is not suf- 
ficient to cover the eyes to mask identity. 

C rllustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARcHIVEs will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be 
borne by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square 
finished illustrations which can be arranged on a one-page lay- 
out. Any additional illustrations or special effects will be billed 
to the author at cost. Positive color transparencies (35 mm pre- 
ferred) must be submitted for an evaluation. Do not send color 
prints unless accompanied by original transparencies. If trans- 
parencies are mounted in frames or glass, the material should be 
carefully packed in gauze and sent with the manuscript in a 
separate container or between two pieces of pressboard. 
[]Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28 cm (8¥2 x 11 inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. 

L] Tables Should be arranged so that when printed they will 
not be wider than three columns of ARCHIVES body type. Gen- 
erally three, six, or nine typewritten columns of data (including 
stub, or left column) will fit into three columns. All tables must 
be numbered consecutively, beginning with 1, and each must 
have a heading. Example: "Table 6.— Results of Blood Coagula- 
tion Studies." 
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Lederle Laboratories presents 
EXPLORATIONS IN ANTIMICROBIAL THERAPY 


DISCOVER 


microbial specificity in a wide range of 
dermatologic infections due to susceptible 
pathogens* 





MINOCYCLINE HCI 
CAPSULES 50 mg, 100 mg 





*When bacteriologic testing indicates appr 
susceptibility to MINOCIN Minocycline HC! 


Jffers 
affective therapy 


n skin and soft tissue 
nfections 


TABLE | 

















j ] ji i ighly effective tissue 
ee eee deiude ides MINOCIN PENETRATES SKIN AND MUSCLE TISSUES 
\lthough tetracyclines are not the drug of choice in staphy- NUMBER OF AVERAGE CONCENTRA- 
ococcal infections, MINOCIN can treat folliculitis, furun- TISSUE SPECIMENS TION mcg/gm 
:ulosis, pyoderma, carbunculosis, acne, impetigo, abscess, 
:ellulitis, skin ulcers, and wound and incision infections MUSCLE 5 1.2! 
:aused by susceptible strains. MINOCIN can also effec- — 
ively treat skin and soft tissue infections due to susceptible SKIN 3 2 44 
àroup A beta-hemolytic streptococcus. 











Data in humans were derived from the pharmacologic trial in 


po patients scheduled for various types of surgery. They were given 
| i the MINOCIN loading dose of 200 mg initially followed by 100 mg 
No | at 12-hour intervals for four days. At the time of surgery. a blood 
née m sample was drawn and a two-gram specimen of excised tissue was 
photosensitivity reserved for analysis 


reported to date 





TABLE II 


MINOCYCLINE SKIN PENETRATION AT 8 AND 21 DAYS: 
TISSUE LEVELS HIGHER 
THAN SERUM LEVELS IN MOST CASES 





Values shown are average minocycline levels in 4 healthy male 





























LEVELS OF MCG/ML OR GM subjects who received 200 mg initially, followed by 100 mg b.i.d 
SPECIMEN (AVERAGES 4 SUBJECTS) for 21 days. Assays were performed on the 8th and 21st day of 
H therapy. Note that levels were higher in dermis, epidermis and 
DaysO 8 21 skin scrapings than in serum 
— 
SERUM o 2.55 2.06 
TISSUE 
DERMIS o 2.98 2.28 
EPIDERMIS 0 6.39 3.74 
SCRAPINGS 0 5.23 4.44 
SWEAT 0 0.39 0.28 
SEBUM (POOLED) 0 0.86 0.29 l YO ] | IQ 
TABLE II! L1 


MINOCIN EFFECTIVENESS IN INITIAL CLINICAL TRIALS" 


Common skin and soft tissue infections 
in which a single pathogen (Staphylococcus aureus) was Isolated: 


-— bL «|S MINOCYCLINE HCI 
CAPSULES 


Adjunctive 
therapy in 
severe acne 


New MINOCIN Minocycline HCI 50 mg cap- 
sules facilitate adjustment of MINOCIN 
regimens according to individual patients. 

1 New standardized regimen of 100 to 200 mg 
stat, 50 mg q.i.d. is an alternative to usual 











Patients 


l 


No. of 
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Amon ad d d i N N M M M ŘE 


Cellulitis 

Dermatitis Atopic 
Dermatitis Eczematous 
Dermatitis Repens 
Eczema Dyshidrotic 
Folliculitis 

Impetigo 

Impetigo Contagiosa 
Infection Incision** 
Infection Skin** 
Lichen Simplex Chronicus 
Lymphadenitis 
Paronychia Finger 
Pustules 

Pyoderma 

Sinus Tract Chest 

Sycosis Barbae 

Ulcer Leg 
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Totals 25 
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«When bacteriologic testing indicates appropriate susceptibility to MINOCIN 


,Minocycline HCI. regimens of 200 mg initially, 100 mg q. 12 h., 
Pew MN ond "— . if more frequent doses are preferred. Also 

r e drug of choice in the treatment of any type o n 
staphylococcal infection. MINOCIN is indicated for treatment of Staphy- available as 50 mg/5 cc Syrup. 


lococcus aureus skin and soft tissue infections only when bacteriologic 
tests indicate appropriate susceptibility to the drug 


Before prescribing MINOCIN, please refer to the prescribing information for full description 
Lederle of adverse effects and precautions, a copy of which is on the last page of this advertisement. 





DISCOVER 


the meaning of microbial specificity with 
Ed 





MINOCYCUINE HCI 


semisynthetic tetracycline 
for office and hospital 


MINOCIN provides 
effective therapy with 
relatively few problems 


@ Penetrates skin and muscle tissues. 


@ Well absorbed even with food, dairy 
products or colas. 


@ No photosensitivity to date. 


@ Enamel hypoplasia/tooth staining can 
occur in children under eight. 


@ If renal impairment exists, lower than 
usual doses are indicated. (See WARNING 
in Package Insert.) 


@ Lightheadedness that may occur is tran- 
sient, disappearing during therapy or always 
after therapy is completed. 


@ Dosage form flexibility: supplied as 50 mg 
and 100 mg capsules, 50 mg/5 cc syrup, and 
100 mg/vial intravenous. 


Lederle Laboratories 
ederle A Division of American Cyanamid Company 


Pearl River. N Y. 10965 


NEW 
50 mg 
CAPSULE 


...if more 
frequent doses 
are preferred 








MINOCIN Minocycline Hydrochloride 


Oral and Intravenous 


DESCRIPTION: MINOCIN minocycline hydrochlo- 
ride is a semi-synthetic derivative of tetracycline 
7-dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride 


Intravenous: Each vial, dried by cryodesiccation 
containssterile Minocycline Hydrochloride equiva- 
lent to 100 mg Minocycline. When reconstituted 
with 5 cc of Sterile Water For Injection the pH 


ranges from 2 Oto 2 





ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein syn- 
thesis. Minocycline HCI is a tetracycline with anti- 
bacterial activity comparable to other tetracyclines 
with activity against a wide range of gram-negative 
and gram-positive organisms 

Tube dilution testing’ Microorganisms may be 
considered susceptible (likely to respond to mino- 
cycline therapy) if the minimum inhibitory concen- 
tration (M.I.C.) is not more than 4 O mcg / ml Micro- 
organisms may be considered intermediate 
harboring partial resistance) if the M I.C. is 4.0 to 
12 5 mcg /ml and resistant (not likely to respond to 
minocycline therapy) if the MIC is greater than 
12 5 mcg /ml 

Susceptibility plate testing If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg 
tetracycline disc) gives a zone of 18 mm or greater 
the bacterial strain is considered to be susceptible 
to any tetracycline Minocycline shows moderate 
in vitro activity against certain strains of 
staphylococci which have been found resistant to 
other tetracyclines. For such strains minocycline 
susceptibility powder may be used for additional 
susceptibility testing 


INDICATIONS. MINOCIN minocycline HCI is indi- 
cated in infections caused by the following micro- 
organisms 
Rickettsiae: (Rocky Mountain spotted fever. ty- 
phus fever and the typhus group. Q fever. rickett- 
sialpox, tick fevers 
Mycoplasma pneumoniae (PPLO. Eaton agent 
Agents of psittacosis and ornithosis. Agents of 
lymphogranuloma venereum and granuloma in- 
guinale The spirochetal agent of relapsing fever 
(Borrelia recurrentis). The following gram-nega- 
tive micro-organisms: Hemophilus ducreyi 
chancroid). Pasteurella pestis and Pasteurella 
tularensis, Bartonella bacilliformis. Bacteroides 
species. Vibrio comma and Vibrio fetus. Brucella 
species (in conjunction with streptomycin 
Because many strains of the following groups of 
micro-organisms have been shown to be resistant 
to tetracyclines, culture and susceptibility testing 
are recommended 
MINOCIN minocycline HCI is indicated for treat- 
ment of infections caused by the following gram- 
negative micro-organisms, when bacteriologic test- 
ing indicates appropriate susceptibility to the drug 
Escherichia coli, Enterobacter aerogenes (for- 
merly Aerobacter aerogenes). Shigella species 
Mima species and Herellea species. Haemo- 
philus influenzae (respiratory infections), Kleb- 
siella species (respiratory and urinary infections 
MINOCIN is indicated for treatment of infections 
caused by the following gram-positive micro-or- 
ganisms when bacteriologic testing indicates ap- 
propriate susceptibility to the drug 
Streptococcus species: Up to 44 percent of strains 
of Streptococcus pyogenes and 74 percent of 
Streptococcus faecalis have been found to be re- 
sistant to tetracycline drugs. Therefore. tetracy- 
clines should not be used for streptococcal disease 
unless the organism has been demonstrated to be 
sensitive 
For upper-respiratory infections due to group A 
beta-hemolytic streptococci, penicillin is the usual 
drug of choice, including prophylaxis of rheumatic 
fever 








ADULT DOSAGE 
(GENERAL) 


PEDIATRIC DOSAGE 
(GENERAL) 


HOW SUPPLIED 








MINOCIN IV. 
100 mg/Vial 








200 mg initially. 4 mg/kg initially. 1 Vial 100 mg 
100 mga. 12h. 2 mg/kg a. 12 h. Box of 100 Vials 
la 
ome Capsules 200 mg initially. 4 mg/kg initially, Bottles of 50's and 1005s; 
100 mg q. 12 ñ. 2 mg/kg q. 12 h. Unit dose 10 x 10's. 
MINOCIN Capsules 100 mg to 200 mg AT ES 
hd g/kg initially. ^ 
50 mg mialy, 50 mg 2 mg/kg q. 12 h. Bottles of 100's 
MINOCIN Syrup 
50 mg/5 cc 
fe meinen 4 /kg initiall 
mg) initially, mg/kg intially, flui 
1 teaspoonful 2 mg/kg q. 12 h. 2-fluidounce Bottles 
(50 mg) a.id. 
` Diplococcus pneumoniae, — The antianabolic action of the tetracyclines may symptoms and fever have subsided. 
E Staphylococcus aureus, skin and soft tissue infec- cause an increase in BUN. While this is not a prob- Concomitant therapy: Antacids containing 
r tions. Tetracyclines are not the drug of choice in the lem in those with normal renal function, in patients aluminum. calcium. or magnesium impair absorp- 
e treatment of any tvpe of staphylococcal infection. with significantly impaired function, higher serum tion and should not be given to patients taking oral 

When penicillin is contraindicated, tetracyclines levels of tetracycline may lead to azotemia, hyper- tetracycline. 
are alternative drugs in the treatment of infections phosphatemia. and acidosis. Studies todate haveindicated that the absorption 
dueto: — . CNS side effects including lightheadedness, diz- of MINOCIN is not notably influenced by foods and 

Neisseria gonorrhoeae, Treponema palfidum and ziness or vertigo have been reported. Patients who dairy products. 

Treponema pertenue (syphilis and yaws), Listeria experience these symptoms should be cautioned In patients with renal impairment: (See “Warn- 

monocytogenes. Clostridium species, Bacillus about driving vehicles or using hazardous machin- ings?) Total dosage should be decreased by reduc- 

anthracis, Fusopacterium fusiforme (Vincent's ery while on minocycline therapy. These symptoms tion of recommended individual doses and/or by 
infection), Actinomyces species. may disappear during therapy and always dis- extending time intervals between doses. 

In acute intestinal amebiasis, the tetracyclines appear rapidly when the drug is discontinued. In the treatment of streptococcal infections. a 
may be a useful adjunct to amebicides. . therapeutic dose of tetracycline should be adminis- 

MINOCIN is indicated in the treatment cf tracho- Usage in Pregnancy. (See above "Warnings" about tered for at least 10 days. 
ma, although the infectious agent is not always use during tooth development.) ADULTS: The usual dosage of MINOCIN minocy- 
eliminated, as judged by immunofluorescence. In- Results of animat studies indicate that tetracy- cline HCI is 200 mg. initially followed by 100 mg. 
clusion conjunctivitis may be treated with cral tetra- clines cross the placenta, are found in fetal tissues every 12 hours. Alternatively. if more frequent doses 
cyclines or with a combination of oral and topical and can have toxic effects on the developing fetus are preferred. two or four 50 mg. capsules may be 
agents. {often related to retardation of skeletal develop- given initially followed by one 50 mg. capsule four 

ment). Evidence of embryotoxicity has also been times daily. 

Orai only: in severe acne, the tetracyclines may noted in animals treated early in pregnancy. CHILDREN: The usuai dosageof MINOCIN mino- 
be useful adjunctive therapy. Minocycline is indi- cycline HCl is 4 mg./Kg. initially followed by 2 mg./ 
cated in the treatment of asymptomatic carriers of Usage in newborns, infants, and children. (See Kg. every 12 hours. 

N. meningitidis to eliminate meningococci’ “rom the above “Warnings” about use during tooth develop- For treatment of syphilis. the usual dosage of 
tæ. — nasopharynx. ment.) MINOCIN should be administered over a period of 


-a 


4 


In order to preserve the usefulness of M NOCIN 
minocycline HCI in the treatment of asymptomatic 


meningococcal carriers. diagnostic laboratory pro- : 


cedures, including serotyping and susceptibility 
testing, should be performedto establish the carrier 
state and the correct treatment. It is recommended 
that the drug be reserved for situations in.which the 
risk of meningococcal meningitis is high. 


Minocycline is not indicated for the treatment of > 


meningococcal infection. 


CONTRAINDICATIONS. This drug is contraindi- 
cated in persons who have shown hypersensitivity 
to any of the tetracyclines. 


WARNINGS. In the presence of renal dysfunction, 
particularly in pregnancy, intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. 

Whentheneedíor intensive treatment outweighs 
its potential dangers (mostly during pregnancy or in 
individuals with known or suspected renal ar liver 
impairment). itis advisable to performrenalardiliver 
function tests before and during therapy. Also tetra- 
cycline serum concentrations should be followed. 

If renal impairment exists, even usual oral or par- 
enteral doses may lead to excessive systemic accu- 
mulation of the drug and possible liver tcxicity. 
Under such conditions, lower than usual total doses 
are indicated, and if therapy is prolonged, serum 
level determinations of the drug may be advisable. 
This hazard is of particular importance in the paren- 
teral administration of tetracyclines to pregnant or 
post-partum patients with pyelonephritis. "When 
used under these circumstances, the blood level 
should not exceed 15 micrograms/ml. and liver 
function tests should be madeat frequent intervals. 
Other potentially hepatotoxic drugs should not be 
prescribed concomitantly. 

The use of tetracyclines during tooth develop- 
ment (last half of pregnancy, infancy, and childacod 
to the age of 8 years) may cause permanen: dis- 
coloration of the teeth tyellow-gray-brown). This ad- 


verse reaction is more common during long-term ` 
use of the drugs but has been observed following. 


repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, there^ore, 
should not be used in this age group unless cther 
drugs are not likely to be effective or are contra- 
indicated. 
Photosensitivity manifested by an exaggerated 
sunburn reaction has been observed in some indi- 
viduals taking tetracyclines. Patients apt to be ex- 
posed to direct sunlight or ultraviolet light should 
be advised that this reaction can occur with tetra- 
cycline drugs, and treatment should be discontin- 
ued at the first evidence of skin erythema. Studies 
todateindicatethat photosensitivity does not occur 
with MINOCIN minocycline HCI. 


Alitetracyclines forma stable.calcium complex in 
any bone forming tissue. A decrease in the fibula 
growthratehas been observed in prematures given 
oral tetracycline in doses of 25 mg/kg. every 6 
hours, This reaction was shown to be reversible 
when the drug was discontinued. 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class. 


PRECAUTIONS. As with other antibiotics prepara- 
tions, use of this drug may result in overgrowth of 
nonsusceptible organisms, including fungi. If super- 
infection occurs, the antibiotic should be discon- 


. tinued and appropriate therapy should beinstituted. 


In venereal diseases when coexistent syphilis is 
suspected, darkfield examination should be done 
before treatment is started and the-blood serology 
repeated monthly for at least 4 months. 

Because tetracyclines have been shown to de- 
press plasma prothrombin activity, patients whoare 
on anticoagulant therapy may require downward 
adjustment of their anticoagulant dosage. 

in long-term therapy. periodic laboratory evalua- 
tion of organ systems, including hematopoietic, 
renal and hepatic studies should be performed. 

All infections due to Group A beta-hemolytic 
streptococci should be treated for at least 10 days. 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin, it is advisable to 
avoid giving tetracycline in conjunction with peni- 
cillin. 


ADVERSE REACTIONS. Gastrointestinal: Ano- 
rexia, nausea, vomiting, diarrhea, glossitis, dys- 
phagia. enterocolitis. and inflammatory lesions 
(with monilial overgrowth} in the anogenital region. 

These reactions have been caused by both the 
oral and parenteral administration of tetracyclines. 
Skin: Maculopapular and erythematous rashes. 
Exfoliative dermatitis has been reported but is un- 
common. Photosensitivity is discussed above. (See 
"Warnings: ) Renal toxicity: Rise in BUN has been 
reported and is, apparently dose related. (See 
"Warnings? ) Hypersensitivity reactions: Urticaria, 
angioneurotic edema, anaphyiaxis, anaphylactoid 
purpura, pericarditis and exacerbation of systemic 
lupus erythematosus. Bulging fontaneis have been 
reported in young infants following full therapeutic 
dosage. This sign disappeared rapidly when the 
drug was discontinued. Blood: Hemolytic anemia. 
thrombocytopenia, neutropenia and eosinophilia 
have been reported. CNS: (See "Warnings^") When 
given over prolonged periods, tetracyclines have 
beenreportedtoproduce brown-black microscopic 
discoloration of thyroid glands. No abnormalities 
of thyroid function studies are known to occur. 


DOSAGE AND ADMINISTRATION: ORAL. Therapy 
should be continued for at least 24-48 hours after 


10-15 days. Close followup. ,including laboratory 
tests. is recommended. : 

Gonorrhea patients sensitive to penicillin may be 
treated with MINOCIN. administered as 200 mg. ` 
initially followed by 100 mg. every twelve hours for 
a minimum of 4 days. with post-therapy cultures 
within 2-3 days. 

In the treatment of meningococcal carrier state 
recommended dose is 100 mg. every 12- hours for 
five days. 


DOSAGE AND ADMINISTRATION: INTRAVE- 
NOUS. Note: Rapid administration is to be avoided. 
Parenteral therapy is indicated only when oral 
therapy is not adequate or tolerated. Oral therapy 
should be instituted as soon as possible. If intrave- 
nous therapy is given over prolonged periods of 
time. thrombophlebitis may result. 

ADULTS: Usual adult dose: 200 mg. followed by 
100 mg. every 12 hours and should not exceed 
400 mg. in 24 hours. The drug should be initially dis- 
soivedandthen further diluted to 500-1,000 cc. with 
either Sodium Chloride Injection USP, Dextrose 
Injection USP, Dextrose and Sodium Chloride In- 
jection USP, Ringers Injection USP, or Lactated 
Ringer's Injection USP but not in other solution 
containing calcium (a precipitate-may form). 

The reconstituted solutions are stable at room 
temperature for 24 hours without significant loss of 
potency. Any unused portions must be discarded 
afterthat period.Thefinal dilution for administration 
should be administered immediately. 

CHILDREN: Usual pediatric dose: 4 mg./kg. fol- 
lowed by 2 mg./kg. every 12 hours.’ 

In -patieris with renal impairment: {See “Warn- 
ings: 

Total dosage should be decreased by reduction of 
recommended individual doses and/or by extend- 
ing time intervals between doses. 


HOW SUPPLIED. Capsules— Minocycline Hydro- 
chloride equivalent to 100 mg. Minocycline. Hard- 
sheli purpie and orange. Bottles of 50 and 100; Unit 
Dose 10 x 10s. Product No. 5301. 

Minocycline Hydrochloride equivalent to 50 mg. 
Minocycline. Hardshell orange. Bottles of 100 and 
Unit Dose 10 x 10s. Product No. 5300. 

Syrup— Minocycline Hydrochioride equivalent: 
to 50 mg. Minocycline per teaspoonful (5 cc.). Pre- 
served with propylparaben 0.10% and butylparaben 
0.06% with Alcohol USP 5% v/v. Custard-flavored in 
bottles of 2 fl. oz. Product No. 5313. 

Intravenous —100 mg. vials of sterile cryodesic- 
cated powder. Product No. 5305. (Combined 5/73) 


VA FSN 6505-003-51 12A] 100 mg capsules (50's) 
FSN 6505-003-5112 
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, “Doctor, with my 
! baby's sensitive s 
what soap should 
Iuse?" 





t. Se redi HE TE TELE CES OE 
Pure mild Ivory is one of the safest 


possible soaps you can recommend for 
sensitive skin. More doctors recommend 


Ivory than any other soap: Ivery may Sally be 
y P used as an adjunct to treatment 
of cradle cap, scabies, impetigo 


It makes sense. immersion experiments— and seborrhea. 
Ivorys absence of many extra confirm that Ivory is one = 
ingredients helps minimize of the mildest, least irritating 
chances of irritation. soaps you can recommend. 

Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 





including patch tests and arm this clinical experience. 


Summary of Procter & Gamble Market Research Study #69222, available on request to interested physicians 








On the following pages 

the makers of LIDEX'" present 
the first in a new series on topics 
of special dermatologic interest. 


THE SYSTEM 


What should a topical steroid give 
Maximum steroid release for effective control 
of itch and inflammation. 


That's exactly why we've made LIDEX' a system. 
A unique steroid/base system. 


The LIDEX* bases are specifically designed to 
keep the steroid 100% dissolved. So the steroid 
goes on the lesion totally ready for action. 


The LIDEX’® System. Effective therapy for all 
steroid responsive disorders. 


LIDEX..... 


(FLUOCINONI 


MORE THAN A STE 
A STEROID / BASE 


See prescribing information on last page 
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In general, when the subject of topical 
steroids comes up, the discussion centers 
around the active ingredient — the steroid 
itself. In fact, physicians and pharmacists 
often refer to a topical by the steroid it 
contains, rather than by the brand name. 
As a result, the expectation for therapeutic 
effectiveness becomes linked solely to 

the potency of the steroid. Actually, 
however, the topical's base plays an 
equally important role, as seen in the 
abstract at right. 








*OSTRENGA, J. et al., "Vehicle Design For a New 
Topical Steroid, Fluocinonide,"’ J. Invest. Derm., 
vol. 56, no. 5, 1971. 

**From the Institute of Pharmaceutical Sciences, 
Syntex Research, Stanford Industrial Park, 
Palo Alto, California 94304 


n important aspect of topical cortico- 
steroid products is the rate at which the 
steroid is released, or made available 
fortherapeutic action. Any steroid, even 
a highly potent one, can be rendered 
essentially ineffective if it is not re- 
leased from its base quickly and completely. The 
reason is that the release rate, penetration of the skin 
barrier, and in vivo response are interrelated. 


The release rate is affected by the design of the ve- 
hicle, or base. For example, the design of the base 
determines the percent of total steroid that can be 
dissolved in the base. This factor is most important 
because only the portion of the steroid that is dis- 
solved can be readily released. The undissolved, or 
crystallized, portion must first solubilize before it can 
exert its therapeutic effect. If the steroid is very slowly 
soluble, it may not dissolve fast enough to be effective. 


Ideally, the release should take place at the max- 
imum rate. To achieve this goal, the base must be 
designed so that 100% of the steroid is dissolved in 
the base. Moreover, this concentration of dissolved 
steroid should result in a saturated solution. If the base 
is oversaturated, some of the steroid will crystallize 
out; if the base is undersaturated, the extra base sol- 
vent will increase the affinity of the base for the steroid 
and will therefore slow the release rate. 





In accordance with these physical-chemical require- 
ments, two new bases, a cream and an ointment, have 
been designed to maximize the release of a new, very 
potent steroid — fluocinonide. Because the base plays 
as important a role in therapeutic effectiveness as the 
steroid, the fluocinonide cream and ointment are re- 
ferred to as steroid/base systems. 





he steroid fluocinonide was combined 
with many different bases, both creams 
and ointments, to develop these sys- 
tems. For each such steroid/base com- 
bination the steroid solubility was 
evaluated, the release rate was meas- 
ured, and the in vivo response was determined. 





The creams that were tested can be divided into two 
sets. The first set is composed solely of one, Cream 
C. Cream C was a vanishing cream, which is mostly 
composed of water, so this cream had virtually no 
steroid-solubilizing capability. The other set included 
Creams A, B, and D. These all were variatons of a new 
cream base called FAPG* Cream. FAPG Cream may 
be described as a two-phase system. One phase solu- 
bilizes fluocinonide and the other phase is a solid 
matrix in which the solubilizer phase is dispersed. 





The steroid solubility was evaluated for each cream 
and expressed as a percent — the percent of total 
steroid dissolved in the base. The release rate was 
then evaluated by an in vitro method. 


In Fig. A, the cumulative release for each cream was 
plotted against time to obtain release curves for the 


different creams, and these curves were correlated 
to steroid solubility. As can be seen, the greater the 
percent of steroid dissolved in the base, the faster 
the steroid release. 


% DRUG 
SOLUBILIZED 


CREAM B 


CREAM A 


CUMULATIVE RELEASE (y/cm?) 





1 2 3 4 5 6 7 
TIME (HOURS) 


To see if the in vitro release rates could be used to 
predict efficacy, vasoconstrictor tests were run on 
these four creams according to a modified Stoughton- 
McKenzie method. At 8, 24, and 32 hours after ap- 
plication of the creams, the application sites were 
checked and the percentagesof sites responding were 
recorded. These percentages were then totalled. 
(Since the choice of the time to record the response 
was arbitrary, the percent totals were taken to be the 
best measure of in vivo response.) In Table A, the 
percentage totals are correlated to steroid solubility 








TABLE A 


COMPARATIVE 
SOLUBILITY, IN 
VITRO RELEASE, 
AND IN VIVO 


% DRUG 
CREAM | SOLUBILIZED 


and release rate for each cream. As shown, the in vivo 
response is proportional to steroid solubility and re- 
lease rate; Cream D, with 100% solubility, has the 
highest total percent of sites responding. 





Five ointments were tested in a manner very similar 
to that described for the creams. Like the cream re- 
sults, the ointment results revealed a good correlation 
between percentage of steroid dissolved and per- 
centage of sites responding in the vasoconstrictor 
assay. 


The ointments also can be divided into two sets. The 
only ointment in the first set was Ointment A, which 
had no steroid solubilizer; consequently, essentially 
none of the fluocinonide was dissolved. In the other 
set were Ointments B through E. Although different 
from the cream two-phase system, the physical 
makeup of the ointment base also involves a steroid- 
solubilizer phase dispersed in a second phase. 


Although measurement of in vitro release from the 
ointment bases was not possible, the in vivo vasocon- 
strictor response was good, and it correlated with 
the percent of steroid dissolved, as shown in Table B. 
Again, the base with 100% of the steroid dissolved, 
Ointment E, showed the best in vivo response. 








CONCLUSION: Two new topical steroid systems have 
been developed, which combine fluocinonide, a new, 
potent steroid, with new concepts in bases. The bases, 
FAPG Cream and solubilized ointment, were designed 
by the application of basic physical-chemical prin- 
ciples controlling drug diffusion from topical vehicles. 
In vitro and in vivo tests were used to select steroid/ 
base systems providing maximal steroid bioavail- 
ability. 
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*Later data included with author's permission. 








See prescribing information on last page. 





DESCRIPTION 

LIDEX cream 0.05% and LIDEX ointment 0.05% contain 
the active compound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6«, 9a- difluoro-118, 16a, 17a, 21-tetrahy- 
droxypregna-1, 4-diene-3, 20-dione, cyclic 16, 17-acetal 
with acetone 21-acetate. 

LIDEX cream contains fluocinonide in FAPG® cream, a 
specially formulated cream base consisting of stearyl alco- 
hol, polyethylene glycol 6000, propylene glycol, 1, 2, 6- 
hexanetriol and citric acid. This white cream vehicle is 
greaseless, non-staining, anhydrous and completely water 
miscible. The base provides emollient and hydrophilic 
properties. In this formulation, the active ingredient is 
totally in solution. 

LIDEX ointment contains fluocinonide in a specially formu- 
lated ointment base consisting of Amerchol CAB, white 
petrolatum, propylene carbonate and propylene glycol. It 
provides the occlusive and emollient effects desirable in 
an ointment. In this formulation the active ingredient is 
totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment are effective be- 
cause of their anti-inflammatory, anti-pruritic and vasocon- 
strictor action. 


INDICATIONS 

LIDEX cream and ointment are intended for topical use, 
as adjunctive therapy for the relief of inflammatory mani- 
festations of acute and chronic corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia and vari- 
cella. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation 


PRECAUTIONS 

If irritation develops, the cream or ointment should be dis- 
continued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal 
or antibacterial agent should be instituted. 

If a favorable response does not occur promptly, the corti- 
costeroid cream or ointment should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated, the possibility exists of 
increased systemic absorption and suitable precautions 
should be taken. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in 
pregnant females has not absolutely been established. 
Therefore, they should not be used extensively on pregnant 
patients, in large amounts or for prolonged periods of time. 
LIDEX® (fluocinonide) cream and ointment are not for oph- 
thalmic use. 


ADVERSE REACTIONS 
The following local adverse reactions have been reported 
with topical corticosteroids: 
itching folliculitis 
burning sensations 
skin atrophy 


* | dryness 
LIDEX striae 
[fluocinonide] DOSAGE AND ADMINISTRATION 
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A STEROID/ BASE SYSTEM 
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YV 60 g. tubes 
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hypopigmentation 
secondary infection 
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iuri Ointment A small amount should be gently massaged into the af- 
0.05% 005% fected area three or four times daily, as needed. 

FOR TOPICAL USE ONLY FOR TOPICAL USE ONLY HOW SUPPLIED 

profiel dispensing ^ prohibits dispensing LIDEX 0.0596 Cream — 15 g. and 60 g. tubes 

i ii aia SR LIDEX 0.05% Ointment — 15 g. and 60 g. tubes 


SYNTEX 


SYNTEX LABORATORIES. INC 
PALO ALTO, CALIFORNIA 94304 






VANOXIDE-HC 
VANOXIDE 


or Intensive acne therapy! 


Initial therapy L. In vitro, microbiological evaluations confirm that 
This initial prescription for VANOXIDE-HC and VANOXIDE are 70% to 
the most rapid and 300% more effective against C. acnes than lotions 
dramatic improvement. containing only Benzoyl Peroxide". 


2. In vivo, VANOXIDE-HC and VANOXIDE actually 
penetrate the comedones and greatly reduce C. acnes 
concentrations within the pilosebaceous structures. 
For example, 45,000,000 C. acnes reduced to 600,000 
within two weeks'. 


3. VANOXIDE-HC and VANOXIDE rapidly and 
dramatically suppress C. acnes flora in surface sebum 
with a typical reduction from over 10,000,000 fo 
less than 100 within two weeks. 











Foll h 4. VANOXIDE-HC and VANOXIDE significantly 
0HOW-Up t erapy decrease the quantity of surface sebum and reduce 


This follow-up prescription the free fatty acid to fatty esters ratio in sebum’. 
for maintenance medication. 


9. VANOXIDE-HC and VANOXIDE increase the 
Mace atu Mui need d i thickness of the stratum corneum yielding a very 


desirable "drying" effect which is quite gratifying, 
Vasa t - and assures essential patient cooperation’. 

References: 

IM. Rakieten, M.D., PhD., South Shore Bacteriological Research 

Lab., Islip, N.Y. 


2Unpublished Data. Personal Communications on File at 
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e Dermik Laboratories, Inc. 
Aw Wewnxanklk | Syosset, N. Y. 11791 
| — WHERE RESEARCH AND ECONOMY COME FIRST! 





t CAUTION — U.S. Federal law prohibits dispensing without prescription. COMPOSITION (As Dispensed) Hydrocortisone Alcohol—0.5% W/V, Benzoyl Peroxide— 
5.096 W/V, 5-Chloro-8-Hydroxyquinoline—0. 25% W/V CONTRAINDICATIONS- Topical hydrocortisone preparations should not be used in the presence of tuber- 
culosis of the skin, viral infection, herpes simplex, vaccinia or varicella, including herpes simplex of the eye and adjacent skin and dendritic keratitis. 


helps you help them 
treat acne, beautifully 


Komed is the original translucent, oil-free 
thixotropic lotion for the treatment of acne 
vulgaris. It dries rapidly to an invisible medi- 
cated film. And it is so cosmetically attractive 
and therapeutically active that patients will- 
ingly face the world with Komed all day long. 

Introduced nine years ago, Komed is still 
full of young ideas. Its patented Micel-A™ 
base does not stain and actually breaks down 
oils to help hold medication on the skin. And 
Komed contains no elemental sulfur. The 
evenly dispersed sodium thiosulphate decom- 
poses gradually, releasing nascent sulfur at the 
comedone site without marked development 
of sulfur odor. 

Komed has the medicinal and cosmetic 
benefits patients appreciate. It is antiseptic, 


cooling, astringent, drying and keratolytic. 
And because it dries rapidly to an invisible 
film, it may be worn by itself or under con- 
cealing cosmetics. 

Both Komed and 
Komed HC are pro- a 
moted only to der- 
matologists. If you 
have not prescribed 
either recently, why 
not ask your Barnes- 
Hind representative 
for samples. 


"y 
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Barnes-Hind Laboratories 
Division of Barnes-Hind 
Pharmaceuticals, Inc. 
895 Kifer Road, Sunnyvale, CA 94086 
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JAMA Class 





Place Your Advertisen 


The Journal of the American M 
Classified Advertising Departr 
535 North Dearborn Street 
Chicago, Illinois 60610 











Now you havea choice: 

a Aguacare™/HP Cream (10% urea) 
for use on localized, severe, dry skin 
conditions. 


= Aquacare/HP Lotion (10% urea) 
when an economical, high potency 
urea preparation is needed for 
all-over body use. 


a Both offer your patients a silky 
smooth, potent preparation for resistant 
cases of xerotic, scaly skin. 


>>- Increased emolliency and 10% 
SE urea combined with the proven 
> Aquacare base yield an effective 

3 D cosmetically acceptable adjunct 
for resistant cases of xerotic, 
“Oo scaly skin. 

— 


If you would like samples of 
^ the Aquacare family to 
EE o evaluate in your 

— om practice, simply check off 
the samples you desire, 
and we will send you a 

generous supply. 





——— — — —À — — — — — SS 


G.S. Herbert Laboratories 
2525 Dupont Drive, Irvine, California 92664 


I l 
l | 
| ld like to evaluate: | 
Aquacare/HP Lotion) Aquacare Lotion O 
Aquacare/HP Cream O Aquacare Cream O ; 
i NAME , M.D. ! 
- l 

| 
| I 
l I 





ADDRESS 





CIPUE uer c STATE 





a pitis cs cure cc s ires TE ES CE TU IR eS ac M E - 
G.S. Herbert Laboratories, dermatology division of Allergan Pharmaceuticals, Irvine, California 92664, U.S.A. 
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ACHROMYCIN V 500 mg 
etracycline HCI capsules 


Made in the U.S.A.— every step of the way. 
But priced liked the imports. 2 


For the convenience of b.i.d. dosage or high levels of therapy. 


ACHROMYCIN V is the only major tetracycline hydrochloride made 
entirely in the U.S.A. Most brands are made with imported materials at 
some stage. Many companies import the finished capsules, label the 
bottle and sell it as their own. Others import bulk powder, encapsulate 
here and still say it's made in America. 

Not ours! 

ACHROMYCIN V used in America is made in America — totally. 


Available in 100 mg, 250 mg, and 500 mg capsules. d 


! conjunction with penicillin 
nes Cross Adverse Reactions: G /.: anorexia, nausea, vom- 
and can iting, diarrhea, glossitis, dysphagia, enterocolitis, 
tus (often mmatory lesions (with monilial overgrowth) 
opment) anogenital region. Skin: maculopapular ery- 
n animals thematous rashes. Exfoliative dermatitis (uncom- 
rns, infants, mon). Photosen ity. Renal toxicity: rise in 
BUN do d. Hypersensitivity: urticaria, 
angioneurotic edema, anaphylaxis, anaphylac- 
toid purpura, pericard tis, exacerbation of sys- 
thematosus. In young infants, 
els have been reported following 
dosage, disappearing rapidly 
when drug w hemolvtic 
a, thro y nia, neut lia, eosino- 
When given over prolonged periods, tetra- 
nes may produce brown-black microscopic 
oloration of thyroid glands; no abnormalities 
O yroid function studies are known to occur 
Concomitant therapy: Antacids containing alu- > 
minum, calcium, or magnesium impair absorption; 
give to patients taking oral tetracycline. 
and some dairy products also interfere with 
sorption. Oral doses should be given 1 hour be- 
or 2 hours after meals. Pediatric oral doses 
d not be given with milk formulas, but 
uld be given at least 1 hour prior to feeding. 


Indications: For the treatment of susceptible in- 
fections; e.g., E. coli, D. pneumor For full list 
of approved ndications consult labeling 
Contraindications: Hypersensitivity to any tetra- 
cycline. 

Warnings: The use of tetracyclines during tooth 
development (last half of pregnancy, infancy and 
childhood to the age of 8 years) may cause per- 
manent discoloration of the teeth (yellow-gray- 
brown). This is more common during long-term 
use but has been observed following repeated 
short-term courses. Enamel hypoplasia has also 
been reported. Tetracyclines, therefore, should 
not be used in this age group unless other drugs 
are not likely to be effective or are contraindi- 
cated. In renal impairment, usual 
lead to excessive accumulation and liv 
Under such conditions, use lower doses and, 
prolonged therapy, determine serum levels. Pho- 
tosensitivity man festen by an exaggerated sun- 
burn reaction has been observed in some taking 
tetracyclines. Advise patient of this reaction to 
direct sunlight or ultraviolet light, and discon- 
tinue treatment at first evidence of skin erythema 
In patients with significantly impaired renal func- 
tion, the antianabolic action of tetracycline may 
cause an increase in BUN, leading to azotemia, 
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e LEDERLE LABORATORIES * A Division of American Cyanamid Company, Pearl River, New York 10965 773-3 


New Pernox® Shampoo...specially formulated for 
oily scalps associated with acne. A combination of 
biodegradable cleansers and hair conditioners, 
Pernox Shampoo effectively cleanses an oily scalp 
without leaving the hair dry and brittle. It has a pH 
of 5.5 which is the same as that of normal skin and 
scalp. Works into a rich lather...conditions as it 
cleanses...leaves hair soft and manageable with- 
out that fly-away look. 

Supplied: 4 oz. and 8 oz. plastic shatterproof bottles. 
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a head start helps clear faces. 
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Valisone 
vara 01x] 
Cream /Ointment 


Plus economy Z.:.d. dosage often found effective! 
Available in 5, 15, and 45 Gm. tubes. 





06»; in contact dermatitis 
O (81 of 84 patients)! 





= 





CLINICAL CONSIDERATIONS: 


-Description VALISONE products contain 


betamethasone valerate (9-fluoro-11; ,17,21- 
trihydroxy-16; -methylpregna-1,4-diene-3,20- 
dione 17-valerate). Each gram of VALISONE 
Cream 0.1% contains 1.2 mg. betamethasone 
valerate (equivalent to 1.0 mg. betamethasone) 
in a soft, white, hydrophilic cream of water, 
mineral oil, petrolatum, polyethylene glycol 1000 
monocetyl ether, cetostearyl alcohol, monobasic 
sodium phosphate, and phosphoric acid; 4- 
chloro-m-cresol is present as a preservative. Each 
gram of VALISONE Ointment 0.1% contains 
1.2 mg. betamethasone valerate (equivalent to 
1.0 mg. betamethasone) in an ointment base of 
liquid and white petrolatum, and hydrogenated 
lanolin. VALISONE Cream and Ointment 
contain no parabens. 
Indications VALISONE Cream and 
Ointment are indicated for the relief of the 
inflammatory manifestations of corticosteroid- 
responsive dermatoses. 
Contraindications VALISONE Cream and 
Ointment are contraindicated in vaccinia and 
varicella. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions If irritation develops with the 
use of VALISONE Cream or Ointment, 
treatment should be discontinued and 
appropriate therapy instituted. In the 
presence of an infection, the use of an appro- 
priate antifungal or antibacterial agent should be 
instituted. If a favorable response does not 
occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated 
or if the occlusive technique is used, the pos- 
sibility exists of increased systemic absorption of 
the corticosteroid and suitable precautions shoulc 
be taken. Although topical steroids have not 
been reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant females 
has not been absolutely established. Therefore, 
they should not be used extensively in pregnant 
patients, in large amounts, or for prolonged 
periods of time. VALISONE Cream and Oint- 
ment are not for ophthalmic use. 
Adverse Reactions The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The 
following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria. 
Dosage and Administration Apply a thin 
film of VALISONE Cream or Ointment to the 
affected skin areas one to three times a day. 
Clinical studies of VALISONE have indicated 
that dosage only once or twice a day is often 
feasible and effective. AUGUST 1972 
For more complete details, consult Schering 
literature available from your Schering 
Representative or Professional Services 
partment, Schering Corporation, 
Kenilworth, New Jersey 07033. 
References: (1) Files of Headquarters Medical Research 
Division, Schering Corporation. (2) Carter, V. H., and 
Noojin, R. O.: Curr. Therap. Res. 9:253, 1967. (3) Falk, M. S.: 
Cutis 2:788, 1966. (4) Goldblum, R. W.: Pennsyloania Med. 
69:50, 1966. (5) Nierman, M. M.: J. Indiana M. A. 10:1184, 
1966. (6) Zimmerman, E. H.: Arch. Dermat. 95:514, 1967. 
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Sui generis. 


Seba-Nil is as unique as a fingerprint. It is the only 
ethical degreasing product specially formulated to 
prepare the skin for direct, unhindered topical acne 
medication. 

It removes oil, dirt, and make-up better than soap 
and water because it is a lipid-free grease solvent. 

And Seba-Nil’s exclusive formula of 49.7% alcohol, 
acetone, polysorbate 20, and purified water requires 
no after-rinse. 

So, when you’re looking for a way to prepare the skin 


for acne medication, put your finger on Seba-Nil. It 
leaves nothing to be desired because it leaves practically 
nothing at all. 


Seba-Nil 


cleanser for acne and other oily skin conditions 





48 Cp TEXAS PHARMACAL COMPANY 
^ The company that cares for your patients’ skin. 
V San Antonio, Texas 78296 





Synalar 


FLUOOINOLONE. ACETONDE) 
0.01 Solution 


Synalar in 100% pr 








Low surface tension for easy spr he ee for hairy or intertriginous areas. 
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for dry * sensitive - irritated skin... 


A HELPING HAND 
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; " NIVEA’ CREME 
QU tle wherever NIVEA’ SKIN OIL 


= — skin care products 
are sold and their companion— 


SUPERFATTED By ASIS SOAP 
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MAKERS OF ELASTOPLAST®-THE ORIGINAL E-L-A-S-T-I-C ADHESIVE BANDAGE AND UNIT DRESSINGS 


Whats on your 
patients face... 


may be more important than 
his chief complaint 


Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 





Patient PT.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 
*Data on file, 
Hoffmann-La Roche 
Inc., Nutley, N.J 





The lesions on his face 


are solar/actinic— 


so-called “senile” keratoses... 
and they may be premalignant. 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 


selectivity of response 

After several days of therapy with Efudex® (fluorouracil), 
erythema may begin t» appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort withir two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas. Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 

Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product 
information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity 
to any of its components. 

Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 
How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 296 or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methy! and propyl). 


i Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, N.J. 07110 


This patient’s lesions were resolved with 





5%cream/solution...a Roche exclusive 
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\ Barseb Thera-Spray 
| ets you treat the scalp 


...Il0t the hair. 


BARSEB THERA- SPRAY 
the triple action topical 
spray that brings aerosol 
convenience to the treat- 
ment of seborrheic 
dermatitis. THERA - SPRAY 
is an easily applied medica- 
tion that your patients will be 
happy to use. And they'll 
appreciate the economy that 
THERA*- SPRAY offers. 


THERA=SPRAY’s unique 
applicator applies the 
medication to the area 

needing treatment—without 
disturbing the hair style. 
Cosmetically approved, 
THERA= SPRAY is clear, 
non-staining and odorless. 
Whether used in the office 
or home, BARSEB 

THERA = SPRAY has proven 
effective and convenient for 
both the dermatologist and 
patient. 


<| BARNES-HIND LABORATORIES 


CONTENTS: Each 120 g. bottle con- 
tains: 


Hydrocortisone alcohol ...... 360 mg. 
Salicylic acid ............55 288 mg. 
Benzalkonium chloride ........ 14 mg. 
Propylene glycol ............... 7g. 
Isopropyl! myristate ...........-. 6g. 
BEET n COD  EETEDDRTURTIT 46 g. 
Dichlorotetrafluoroethane 

COTO CCE A oss ere 60g. 


WARNING: While topical steroids have 
not been reported to have an adverse 
effect on pregnancy, the safety of their 
use has not been absolutely estab- 
lished. Therefore, they should not be 
used extensively on pregnant patients 
in large amounts nor for long periods 
of time. 

Avoid inhalation, ingestion or contact 
with eyes or nose. 

PRECAUTIONS: Transient discomfort 
may occur when first applied to an 
inflamed scalp. This normally disap- 
pears \ ith repeated use. Discontinue 
Ac. tu 








Division of Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Road, Sunnyvale, California 94086 


use if condition does not improve or 
if sensitivity reactions occur. The anti- 
inflammatory action of hydrocortisone 
may mask the presence of infection. 
If bacterial or fungal infection exists 
or supervenes, concomitant  anti- 
microbial or antifungal therapy should 
be considered. When topical steroids 
are used on large areas of skin for 
long periods of time, there is the pos- 
sibility of systemic absorption. Should 
adrenal suppression, electrolyte im- 
balance, metabolic changes, or other 
symptoms of systemic absorption oc- 
cur, suitable counter measures should 
be taken. Precautions should be taken 
when hydrocortisone is used in the 
treatment of skin diseases associated 
with impaired circulation, such as 
stasis dermatitis. 


CAUTION: U.S. Federal law prohibits 
dispensing with prescription. 


BARSEB9  THERA-SPRAY is also 
available in Canada. 





Synalar 


(FLUOCNCLONE ACETONIDE) 
0.025 Emollient Cream 


Synalar in an emollient cream base. 


Combines the emolliency of an ointment with the cosmetic acceptability 
I.e of a cream. 








EVEN IF YOUR “PATIENTS” WERE 
250 MILES ABOVE EARTH- 


They would still benefit from the unique qualities of 
Neutrogena Pop. 


Astronauts aboard Skylab undergo long 
exposure to zero gravity. Question: How 
do you not only cleanse the skin but 
maintain its normal ecological balance 
in outer space? Answer: Neutrogena 
Soap. The reason? Neutrogena is a 
pure, biodegradable soap that does not 
change or disturb the normal flora of = 
the skin. So what it does riot do, in this instance, is more important than what i it 
does do. A safe, gentle, thorough cleanser for people "up there" or "down here? 
Professional samples on aucuns The soap used by 
request. Address: 

NASA Astronauts 


Neutrogena Corporation. 


5755 W. 96th Street, AD-10 [AQAA aboard SKYLAB 


Los Angeles, Calif. 90045. the unique transparent soap 










> FOR THAT DANDRUFF BUCEARL. 
o ND AID THAT WORKS. 








ANCON: = 
! 2 ; DANDRUFF SHAMPOO, p 
^ © D E AE 


It takes two things to make a dan- Since the patient likes it, the You will like it too 
druff shampoo work: a medically patient uses it. Patients stay with it 
effective formulation and a patient Finesthair conditioners: leaves hair No selenium 
acceptability that satisfies his/her shiny and manageable. No hexachlorophene 
cosmetic desires. Pleasant feel and fragrance No free sulfur 
ZINCON* Dandruff Shampoo meets Does not cause dry or oily hair Neutral (pH 7.2) 
these specifications. It's effective May be used on gray or dyed hair Ethically promoted 
enough to do the job, and also ele- Dispenser top, unbreakable plastic And, of course, it work 
gant enough to encourage con- bottle (4 oz.) 
sistent use. Nice enough to be the family 

shampoo 


And, of course, it works. 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 em 
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PanOxyl prevides rapid peelin 
and increased drying 


for all the faces of acne. 


When you prescribe PanOxyl in either strength you 
offer your acne patient a topical medication that 
will achieve superior desquamation, keratolysis 
and suppression of lesions, as well as providing 
antiseptic activity. 


PanOxyl 5 and 10 Acne Gels are formulated in a 
base with polyoxyethylene lauryl ether to enhance 
the peeling activity of benzoyl peroxide. Prelimi- 
nary clinical evaluations have shown that one or 
more daily applications provide rapid peeling and 
increased drying. 


COMPOSITION: Panoxyi 5 Gel contains 5% benzoyl peroxide, 
6% polyoxyethylene lauryl ether and 40% ethyl alcohol in a gel 
base formulated with colloidal magnesium aluminum silicate, hy- 
droxypropylmethylcellulose, citric acid, fragrance and purified water. 
PanOxyl 10 Gel contains 10% benzoyl peroxide, 6% polyoxyethylene 
lauryl ether and 40% ethyl alcohol in a gel base formulated with 
collodial magnesium aluminum silicate, hydroxypropylmethylcellulose, 
citric acid, fragrance and purified water. 


ACTION AND USES: The topical use of PanOxy! 5 and PanOxyl 10 
provides therapeutic control of acne through drying and desquamative 
action, as wel! as providing antiseptic activity. 

INDICATIONS: Use as an aid in the treatment of acne. 

DOSAGE AND ADMINISTRATION: Apply 1 or more times daily 


to affected areas. Washing the face with soap and water prior to 
application greatly enhances the efficacy of the medication. 


STIEFEL 


CONTRAINDICATIONS: Patients with a known sensitivity to benzoy! 


peroxide or polyoxyethylene laury! ether should not employ these 
medications. 


PRECAUTIONS: For externa! use only Do not permit products to 
come in contact with the eyes or mucosa! membranes Very fair indi- 
viduals should always be started on a single application: at bedtime 
allowing the medication to remain on the skin overnight. PanOxyl 
may bleach colored fabrics 


PACKAGE INFORMATION: PanOxyi 5 and PanOxy! 10 are supplied 


in plastic tubes, each containing 1.5 ounces 


CAUTION: Federal Law prohibits dispensing without a 
prescription. 


PanOxyl 5: Stock No. 2372-5 PanOxyl 10: Stock No. 2373-5 


Logical Dermatologicals Since 1847 





Acne ‘Aid ‘products give you effective 
topical therapy for your acne patients 


Whether you use them alone, or as an adjunct to other 
therapeutic modalities, you want effective topical therapy. 
That's why Stiefel Laboratories developed Acne Aid products 
for initial and long-term topical acne therapy. They help 
keep the acne skin clean and promote peeling and drying. 
Your patient feels them working and sees results. 


ACNE-AID DETERGENT SOAP provides therapeutic 
cleanliness. Its lather thoroughly cleanses and degreases the 
acne skin and helps loosen and remove oily plugs from 

pore openings. Acne-Aid Soap may also be used to shampoo 
the oily scalp so often associated with the acne-seborrhea 
syndrome. À nonirritating mixture of neutral soaps and 
surfactants, it is supplied in 4.1 oz. bars. 


ACNE AID LOTION is a potent combination of 1096 sulfur 
plus 1096 alcohol in a grease-free washable lotion base. 

Its high sulfur content provides concentrated keratolysis and 
effective drying. It is supplied in both clear and tinted 
formulations. Acne Aid Lotion Clear vanishes completely on 
application, leaving an invisible, but concentrated deposit 
of sulfur. Acne Aid Lotion Tinted masks lesions with a neutral 
tint that can be blended to flatter light or dark complexions. 
Supplied in 1 oz. and 2 oz. plastic bottles. 


ACNE-AID CREAM contains the classic keratolytic, anti- 
seborrheic and antimicrobial agents: sulfur 2.5%, resorcinol 
1.25%, and para-chloro-meta-xylenol 0.375% in a patented, 
highly absorptive base with microporous cellulose corncob 
derivative* which soaks up sebum to help prevent formation 
of sebaceous plugs. Delicately tinted, it may either be 
smoothed invisibly into the skin or used to mask lesions simply 
by applying more heavily. Like Acne Aid Lotion, Acne-Aid 
Cream provides effective peeling and drying activity. 
Supplied in 1.5 oz. tubes. 


The basic treatment you prescribe for your acne patients 
can be enhanced when you offer them effective topical 
therapy, too. 

Professional samples on request. 

*U.S. Pat. Nos. 2890151, 3530217 





.. PENTRAX: HAS SOMETHING 
OTHER LEADING 
COAL TAR SHAMPOOS 


FRACTAR-5 


SHAMPOO 
DETERGENTS 


Zo 


Pentrax 


TAR SHAMPOO 








FRACTAR-5. 


Pentrax with exclusive Fractar-5 has 
3 to 9 times more major therapeutic 
homologues of tar than the 4 leading 
ethical coal tar shampoos. Specially for- 
mulated to meet dermatologists' specifi- 
cations, Pentrax contains 8.7596 
Fractar-5 with all the desirable therapeu- 
tic value of crude coal tar, without unde- 
sirable pitch. Pentrax is antiseborrheic. 
Anti-eczematous. Antipruritic. And clini- 
cally tested. 


*Texas Pharmacal's exclusive, standardized coal tar extract. 


Pentrax has excellent lathering 
qualities and leaves hair clean, man- 
ageable. 

So, next time you're confronted with 
seborrheic dermatitis, eczema and psoriasis 
of the scalp, consider Pentrax. The most 
therapeutic coal tar shampoo yet. 


^, TEXAS PHARMACAL COMPANY 


The company that cares for your patients' skin. 
WJ San Antonio, Texas 78296 


Photographic representation of the blending of Fractar-5 
with the highly concentrated Pentrax detergent system. 





Just what do you get for 
your AMA dues? 


You get a package of personal and professional 
services and benefits you've probably never 
been fully aware of. 


You get insurance programs at a cost consider- 
ably lower than those purchased on an individ- 
ual basis, A $250,000 Excess Major Medical 
Policy. Group Life. Disability Income Insurance. 
Professional Liability Insurance (in co-sponsor- 
ship with your state society.) Then there’s the 
AMA Members Retirement Fund. 


You get a comprehensive medical library to 
help you do your research. An editing service 
for your articles. Information and reports on 





medical and health subjects from any AMA 
department. 


You get publications to keep you abreast of 
medical and health developments. JAMA. 
American Medical News. And Prism, the new 
socioeconomic journal. 


You get the Physician's Placement Service to 
help you find a place to practice or locate an 
associate. And if you're a resident winding up 
your training, there's a special workshop to help 
prepare you for setting up your practice. 


Ali these are just a few of a broad spectrum ot 
benefits and services you get for your dues. But 
even more important, you get a strong and effec- 
tive national spokesman to represent you, your 
interests and your views. 


Join us. 


We can do much more together. 
American Medical Association 
535 N. Dearborn St Chicago, Ill. 60610 





Peeling power 
for the 





and most 
other types, too. 


o 


A A Transact has the peeling and drying 


a power to treat patients with the oiliest acne 
skin. Yet Transact is so versatile you can 
use it on most patients—even those 

with milder acne or fair skin. You simply 
tailor the therapy by varying the 
frequency of application. 







that it’s invisible on the skin makes it highly 
acceptable to patients. Since no one can 
see it, boys wear it willingly during the 
daytime, and girls can wear it under their 
makeup. Clearly: Transact works. 

See PDR. Supplied: 1 oz. plastic tubes. 


Contains: LIPOSEC® brand of polyoxyethylene lauryl 
ether 6%; micropulverized sulfur 2%; alcohol 40%. 





Transact 


Westwood Pharmaceuticals Inc. Buffalo, New York 14213 transparent medicated acne gel 





DYNAMICS o 
VIOLENCE 


Brief, brilliant studies drawn from a close, often painful 
scrutiny of human violence 


Nightmarish cases from contemporary history...war, bombings, 
assassination, mass murder, rape, arson, riots...are the back- 
drops against which eminent psychiatrists discuss violence and 
aggression. 


Immensely revealing and readable, Dynamics of Violence ex- 
amines violent aggression in terms of historical and social di- 
mensions in our national history, clinical case studies of violent 
individuals, and clinical research investigations. This book pro- 
vides a bold, innovative breakthrough in our understandina and 
control of inter-human violence. 


Order your copy from the 
American Medical Association, 
535 North Dearborn Street, 
Chicago, Illinois 60610. 











Send me _______ copy(s) of Dynamics of Violence priced at $3.95. (OP-240) My 
payment of S is enclosed. 

Name = 

Address = : = = 


City/State/Zip 
AD1073 











Texacort’ 
Scalp Lotion 


(hydrocortisone) Rx 


DESCRIPTION: Texacort Scalp Lotion con- 
tains 1% hydrocortisone in a lipid-free, 


paraben-free vehicle containing 33% alcohol, r 


propylene glycol, polysorbate 20, benzal- 
konium chloride and purified water. The 
vehicle has a low surface tension in which 
hydrocortisone is solubilized. Chemically, 
the active ingredient in Texacort Scalp 
Lotion is 1 18, 17, 21-trihydroxypregn-4-ene-3, 
20 dione. 

ACTIONS: Topical steroids are primarily 
effective because of their anti-inflammatory, 
anti-pruritic and vasoconstrictive actions. 


INDICATIONS: For topical application for 
symptomatic relief and adjunctive manage- 
ment of seborrheic dermatitis and contact 
dermatitis of the scalp. 


CONTRAINDICATIONS: Topical steroids 
are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. 


Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. 
This preparation is not for ophthalmic use. 
Topical steroids should not be used when 
circulation is markedly impaired. 


WARNINGS: USAGE IN PREGNANCY: 
Although topical steroids have not been re- 
ported to have an adverse effect on the fetus, 
the safety of their use in pregnant females 
has not absolutely been established. There- 
fore, they should not be used extensively on 
pregnant patients, or in large amounts, or 
for prolonged periods of time. 


PRECAUTIONS: |f irritation develops, the 
product should be discontinued and appro- 
priate therapy instituted. 


In the presence of an infection, thé use of 
appropriate antifungal or antibacterial 
agents should be instituted. If a favorable 
response does not occur promptly, the corti- 
costeroid should be discontinued until the 
infection has been adequately controlled. 


If extensive areas are treated or if the occlu- 
sive technique is used, the possibility exists 


E 


of increased systemic absorption of the™ 


corticosteroid and suitable precautions should 
be taken. 

ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids, either with or without 
occlusive dressings: burning sensations, itching, 
irritation, dryness, folliculitis, secondary in- 
fection, skin atrophy, striae, hypertrichosis, 
acneform eruption and hypopigmentation. 
DOSAGE AND ADMINISTRATION: Apply to 
affected areas 3 or 4 times daily. When a 
favorable response is obtained, reduce dosage 
gradually and eventually discontinue. 


HOW SUPPLIED: 1 fluid ounce bottle with 
dropper. 


M, 
WZ 
TEXAS PHARMACAL COMPANY 


The company that cares for your patients’ skin. 
San Antonio, Texas 78296 


Texacort 
Scalp 
Lotion 


(hydrocortisone) 
lipid-free 











PMD d m5 zc : Bw "uns 1 
TEXAS PHARMACAL COMPANY The company or your patients’ skin. San Antonio, Texas é See adjoining page for full disclosure. 
F hi i 
ast economy vehicle. 
Texacort Scalp Lotion (hydrocortisone) (equal in potency to 0.0196 fluocinolone vehicle in the economy class. 
doesn't come in a racy aerosol can, or a acetonide) is released more efficiently So, when you treat seborrheic and 
flashy spray bottle. and faster than scalp steroid products contact dermatitis, prescribe Texacort 
Nevertheless, it spreads medication using propylene glycol alone. Scalp Lotion. 
faster. Our vehicle also dries fast. Without It gets full-strength 
Because our vehicle is formulated with staining or leaving a greasy residue. 9» æ medication to the root of 
both propylene glycol and alcohol. Economy? Texacort costs less per P the problem faster. 





So, Texacort's 1% hydrocortisone application. Which really puts our 9 More economically. 









One for all 
In stubborn scalp seborrhea. 


In severe scalp seborrhea and psoriasis, Sebutone 
penetrates and removes crusty scales and excess oil. 
It also helps stop itching. Westwood tar, the first tar 
to be both chemically and biologically standardized, 
keeps Sebutone’s therapy effective. As proven under 
a Wood's light, Westwood tar provides uniform 
therapeutic activity and full 72-hour residual action. 
Try Sebutone...the therapeutic tar shampoo for all. 
See PDR. Supplied: 4 fl. oz. bottles. 

Contains: WESTWOOD? TAR (equivalent to 0.5% Coal Tar USP) in 
SEBULYTIC® brand of soapless cleansers and wetting agents; KEROHYDRIC® 


brand of dewaxed, oil-soluble, keratin-moisturizing fraction of lanolin; 
with micropulverized sulfur 296; salicylic acid 296. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 Tar therapy with quality 











For 
stubborn 
dandruff 

and 
scalp 
psoriasis 


Sebutone 


tiseborrheic 


'HAMPOO ff 















TEXAS PHARMACAL COMPANY The company that cares for your patients’ skin. San Antonio, Texas 78296 


If all the ties in the world were shocking pink, 
buying suits would be a knotty problem. 


A tie-rack full of hot pink ties But, now, there are four new per bottle. 
wouldn't be such a hot idea. It shades of Liquimat, increasing Liquimat. Now there are nine 
wouldn't offer you much of a color the total color selection to nine. shades to choose from, because 
choice. More than any other acne there's no single solution 
In fact, you'd find yourself in medication. And each new shade to matching skin tones. 
the same situation as your acne of Liquimat offers the same proven 
patients who haven't been able to formula, which smoothes on : M RS 
find medications to match their quickly and medicates as it covers. Liquimate 
basic skin tones. Plus, about 90 applications tinted drying lotion for acne 


“Funny, 


it doesnt 
look like 
a tar 


shampoo.” 


And Vanseb®-T Cream Tar Shampoo 
doesn’t smell like one either. Most tar 
shampoos are liquids that leave the hair 
dry, brittle and unmanageable with a 
characteristically unpleasant odor. 

Vanseb-T is effective as an adjunct in 
the treatment of seborrheic dermatitis. 
Yet Vanseb-T leaves hair soft and silky 
without the usual tar after-odor. 

Using Vanseb-T your patients get the 
activity of tar WITHOUT tar’s usual 
cosmetic liabilities. 

Vanseb-T. The elegant tar shampoo 
that leaves hair the way your patients 
want it. 











Division of Allergan Pharmaceuticals 


H G. S. Herbert Laboratories 
Irvine, California 92664 


Vanseb-T 
Tar Shampoo 


Sulfur 2%, salicylic acid 1%, coal tar 
solution 5% (equivalent to 1% crude coal 
tar) in a blend of surfactants and 
protein. 
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1 





This needs 
lar 0.025* 


^N wr 


start. 


for all corticosteroid-responsive dermatoses. 


INDICATIONS: For relief of the inflammatory manifesta 
tions of corticosteroid-responsive dermatose 
CONTRAINDICATIONS: Topical steroids are c 
cated in vaccinia and varicella. Topical steroids are cor 
cated in those nts with a h of hypersensitivi 
of the components of the preparation 
PRECAUTIONS: If irritation develops. the product shou 
be discontinued and appropriate therapy instituted. In the pres 
ence of an infection the use of an appropriate antifu | or anti 
bacterial Yt should be instituted. If a favorable response doe 
not occur 1 the d should be discontinued 
been adequa controlled. If exte 
reas are tre or if the occlu echnique is used. t 
bility exists sed systemic absorption of the corticosteroid 
and suitabl 1utions should be tak Although topical 
steroids have r n reported to have an adverse effect on 
pregnancy. the safety of their use in pregnant females has not 
absolutely been established. Therefore. they should not be used 
extensively I t patients, in large amounts, or for pre 
longed periods of time. The product is not for ophthalmic 
ADVERSE REACTIONS: The following local adve 
reactions ha n reported with topical corticosteroids: bi 
ing. itch irritation, dryr ulitis ertrichosi 
form erup opigmentat 3. wing 
more freq y with occlusive dressings than without such ther 
apy: macer n of the skin, secondary infection. skin atrophy 


striae, miliaria. See pack: insert for full prescribing information 


Available in 15 and 60 gram tubes. 


Synalar 
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With Vanseb® she could have. VANSER 
Vanseb...the effective antiseborrheic adjunct that UIT 


“saves” hair. 
Antiseborrheic therapy often requires frequent shampooing. 
But the usual antiseborrheic shampoos may leave hair dry, 
brittle and unmanageable, so patients reduce shampoo 
frequency. Vanseb Dandruff Shampoo, with its unique surfactant- | 
protein cream base, allows patients to shampoo as often as 
necessary yet leaves hair soft, silky and manageable. 
Recommend Vanseb...so patients can control dandruff 
and save their hair. 





The unique Vanseb formulation: 2% sulfur, 1% salicylic acid in a blend 
of surfactants and protein. Available in 3 oz. spill-proof tubes. 





G. S. Herbert Laboratories / 2525 Dupont Drive, Irvine, California 92664, U.S.A. 





FULVICIN-U/F® Tablets brand of 
griseofulvin (microsize) tablets, U.5.P. 
The use of this drug is not justified in minor or 
trivial infections which will respond to topical 
antifungal agents alone. CLINICAL 
CONSIDERATIONS—INDICATIONS: Griseo- 
fulvin is fungistatic and is indicated for 
the treatment of ringworm infections of the skin, 
Tinea, cruris, Tinea barbae, Tinea capitis, 
Tinea unguium (onychomycosis) when caused by 
one or more of the following genera of fungi: 
Trichophyton rubrum, Trichophyton tonsurans, 
Trichophyton mentagrophytes, Trichophyton 
interdigitalis, Trichophyton verrucosum, 
Trichophyton megnini, Trichophyton gallinae, 
Trichophyton crateriform, Trichophyton 
sulphureum, Trichophyton schoenleini, 
Microsporum audovini, Microsporum canis, 
Microsporum gypseum, Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi 
responsible for the infection should be 
identified. The use of this drug is not justified in 
minor or trivial infections which will respond to 
topical agents alone. Griseofulvin is not effective 
in the following: Bacterial infections, 
Candidiasis (Moniliasis), Histoplasmosis, 
Actinomycosis, Sporotrichosis, 
Chromoblastomycosis, Coccidioidomycosis, 
North American Blastomycosis, Cryptococcosis 
(Torulosis), Tinea versicolor, Nocardiosis. 
CONTRAINDICATIONS: This drug is 
contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS: Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of fungal 
infections has not been established. Usage in 
pregnancy: The safety of this drug during 
pregnancy has not been established. 
PRECAUTIONS: Patients on prolonged therapy 
with any potent medication should be under 
close observation. Periodic monitoring of organ 
system functions, including renal, hepatic, and 
hematopoietic, should be done. Since griseofulvin 
is derived from species of Penicillium, the 
possibility of cross sensitivity with penicillin 
exists; however, known penicillin-sensitive 
patients have been treated without difficulty. 
Since a photosensitivity reaction is occasionally 
associated with griseofulvin therapy, patients 
should be warned to avoid exposure to intense 
natural or artificial sunlight. Should a 
photosensitivity reaction occur, lupus 
erythematosus may be aggravated. Griseofulvin 
decreases the activity of warfarin-type 
anticoagulants so that patients receiving these 
drugs concomitantly may require dosage 
adjustment of the anticoagulant during and after 
pOtiseofulvin therapy. Barbiturates usually 
depress griseofulvin activity and concomitant 
administration may require a dosage adjustment 
of the antifungal agent. 
ADVERSE REACTIONS: When adverse 
reactions occur, they are most commonly of the 
hypersensitivity type such as skin rashes, 
urticaria, and rarely, angioneurotic edema, and 
may necessitate withdrawal of therapy and 
appropriate countermeasures. Paresthesias of 
the hands and feet have been reported rarely 
after extended therapy. Other side effects reported 
occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fatigue, 
dizziness, insomnia, mental confusion, and 
impairment of performance of routine activities. 
Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be 
discontinued if granulocytopenia occurs. When 
rare, serious reactions occur with griseofulvin 
they are usually associated with high dosages, 
long periods of therapy, or both. Available in 
125 mg., 250 mg., and 500 mg. scored tablets. 
For more complete details, consult 
package insert or Schering literature 
available from your Schering 
Representative or Professional Services 
Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
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FULVICIN-U/F 500mg. 


brand of 


griseofulvin (microsize) tablets,U.S.P 
FOR DEEPLY IMBEDDED RINGWORM 


Manifestations 


of urticaria: 
whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 

as the result of whealing. That this is not the 
case is, however, shown in the exceptional 
cases of typical hives without itching.” 

Typical urticarial skin eruptions showing 


sharply demarcated, elevated wheals. In this case, 
wheals are surrounded by erythema. 


The pathogenic 


mechanism. 


Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 

M.— intact mast cell 

E— erythrocyte 

N — nucleus of endothelial cell of capillary 





Contraindications: Glaucoma, predisposition to urinary reten- 
tion, stenosing peptic ulcer, pyloroduodenal obstruction, con- 
current monoamine oxidase inhibitor therapy, an asthmatic 
attack, or other lower respiratory symptoms, and hypersensitiv- 
ity to this drug. Should not be prescribed for elderly, debilitated 
patients. 

Warnings: Becauseoffrequently occurring drowsiness, may im- 
pair alertness in some patients, including children attending 
school; operation of automobiles and other activities made haz- 
ardous by diminished alertness should be avoided. In preg- 
nancy, lactation, or women of childbearing age, weigh potential 
benefits against possible hazards to mother and child. An inhibi- 
tion of lactation may be produced. 

Overdosage of antihistamines, particularly in infants and chil- 
dren, may produce convulsions and death. 

Precautions: Caution patients against ingestion of alcohol and 
other CNS depressants. Use with caution in patients with bron- 
chial asthma because of a possible drying effect on bronchial se- 
cretions. Rarely, prolonged therapy with antihistamines may 


cause blood dyscrasias, but none.has been reported as yet with 
this drug. 

Adverse Reactions: Drowsiness and somnolence appear fre- 
quently, but may disappear after three or four days of therapy. 
Dry mouth, dizziness, jitteriness, faintness, dryness of mucous 
membranes, headache, nausea, and allergic skin manifestations 
of rash and edema have been reported in low incidence. Rarely, 
CNS stimulation (such as agitation, confusion, visual hallucina- 
tions) may occur. 

How Supplied: Tablets containing 4 mg cyproheptadine HCl 
each, in bottles of 100; Syrup, containing 2 mg cyproheptadine 
HCI per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as 
preservative, in bottles of 473 ml. 

For more detailed information, consult your MSD representative or 
see full Prescribing Information. Merck Sharp & Dohme, Division 
of Merck & Co., Inc., West Point, Pa. 19486. 

Reference: 1. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Der- 
matology, Diagnosis and Treatment, ed. 2, Chicago, The Year 
Book Publishers, Inc., 1961, p. 229. 


Manifestations 
and Management 
of Urticaria 


Management of urticaria. 


Obviously, identifying the etiologic factor — and eliminating it — is the most satis- 
factory approach to its prevention. However, the search for a causative 

agent can prove lengthy or unproductive. Immediate symptomatic treatment 
should be considered. 

Administration of an antihistamine is often satisfactory, except for acute episodes 
with laryngeal edema in which epinephrine may be required. Overheating 

or hot baths tend to increase pruritus; cool colloidal baths tend to be soothing. 
Sedatives may prove helpful. 


for mild uncomplicated E 
allergic skin manifestations of urticaria — 


PERIACTIN 


(Cyproheptadine HC1| MSD) 


Tablets,4mg Syrup, 2 mg/5 ml 
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Impairment 


American Medical Association 
535 North Dearborn Street/Chicago, Illinois 60610 


Please send me. . copy(ies) of GUIDES TO 

THE EVALUATION OF PERMANENT IMPAIR- 

MENT. OP-298 at $5.00 each ($2.50 for medical 

students, interns, residents). My payment of 
is enclosed. 


Name 





Address 
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For the physician involved in the disability rat- 
ing process, it's complete, up-to-date, authorita- 
tive, and indispensable. 

It covers every conceivable kind of permanent 
impairment, including mental disorders, that 
could enter into a disability award. 

It gives impairment percentages for individual 
systems and functions, for combined impair- 
ments, and for the "whole man": the relation- 
ship of impairment to the activities of daily 
living. 

Based on articles originally appearing in the 
Journal of the American Medical Association, 
revised and updated to include the most recent 
date, "The Guides" is unique in its field. 


GUIDES TO 
THE EVALUATION OF 
PERMANENT IMPAIRMENT 
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Clinical Considerations — 

INDICATIONS: TINACTIN Cream and Solution 
afford excellent topical treotment for tinea pedis 
tinea cruris, tinea corporis, and tinea 'nanuum due 
to infection with Trichophyton rubrum, 
Trichophyton mentagrophytes, Trichophyton 
tonsurans, Microsporum canis, Microsporum 
audouini, Epidermophyton floccosum and for 

tinea versicolor due to Malassezia furfur Good 
results can be anticipated in patients with recent 
mild fungous infection of the scalp (tinea capitis) 
treated with TINACTIN Cream or Solution. An 
oral antifungal agent such as griseofulvin is 
required in (1) onychomycosis; and (2) chronic 
infections of the scalp in which fungi are numerous 
and widely distributed in the skin and hair follicles 
and where kerion formation has occurred. Similarly, 
an oral antifungal agent may be required in chronic 
refractory fungous infections of the palms and 
soles which have not responded to TINACTIN 
Cream or Solution. TINACTIN Cream or 
Solution may be used concurrently for adjunctive 
local benefit in the treatment of these lesions. 
TINACTIN Powder contains an effective topical 
fungicidal agent for the treatment of skin 

infections due to common pathogenic fungi 
including Trichophyton rubrum, Trichophyton 
mentagrophytes (T. gypseum), Trichophyton 
tonsurans, and Trichophyton floccosum. TINACTIN 
Powder and Powder Aerosol are recommended 
for adjunctive use with TINACTIN Solution or 
Cream in fungous infections of intertriginous 

and other naturally moist skin areas in which 
drying may enhance the therapeutic response 
TINACTIN Powder or Powder Aerosol may 
also be used alone in simple cases of mild infection 
that respond to treatment with an antifungal 
powder and measures thot promote skin hygiene. 
Following.complete remission, TINACTIN Powder 
or Powder Aerosol alone may be continued to 
maintain remission or reduce risk of infection. In 
fungous lesions of the scalp, nails, soles, and 
palms, treatment with an oral antifungal agent 
such as griseofulvin is recommended. TINACTIN 
Powder or Powder Aerosol may be used 
concurrently with griseofulvin for adjunctive local 
benefit. WARNING: In case of sensitization or 
irritation due to TINACTIN preparations or any of 
their ingredients, treatment should be discontinued. 
Keep out of eyes. TINACTIN Powder Aerosol: 
Contents under pressure. Do not puncture. Do not 
use or store near heat or open flame. Exposure 

to temperatures above 120°F may cause bursting. 
Never throw container into fire or incinerator. Keep 
out of reach of children. PRECAUTIONS: If a patient 
shows no improvement after four weeks of 
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Endemic Superficial Pyoderma 


in Children 


Adnan S. Dajani, MD; Patricia Ferrieri, MD; Lewis Wannamaker, MD, Minneapolis 


Prospective epidemiologic observations 
were made over a three-year period on chil- 
dren living in an area where superficial py- 
oderma is prevalent. Most children (81%) 
developed skin infection. There was no sex 
predilection. There was a tendency for 
more frequent episodes of pyoderma in 
children 2 to 5 years of age as compared to 
older children. Disease was often noted on 
exposed body surfaces, especially on lower 
extremities. Serial cultures on 15 untreat- 
ed lesions indicated that spontaneous heal- 
ing occurred over a range of 2 to 23 days 
(mean 9.6 days). Group A f-hemolytic 
streptococci and staphylococci were most 
commonly isolated organisms. These two 
bacterial genera coexisted in most in- 
stances; however, data are presented to 
suggest a primary role for streptococci and 
a subsidiary one for staphylococci in path- 
ogenesis of pyoderma. 


So infections of the skin 
are predominantly a nuisance, 
but may be associated with consider- 
able morbidity, particularly in mili- 
tary personnel.'? The most serious 
concern with respect to streptococcal 
infections of the skin is the subse- 
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quent development of nephritis, 
which has received considerable at- 
tention in recent years.*!* 

Several reports from various parts 
of the world'?*.** have substanti- 
ated the finding of Staphylococcus 
aureus and the group A B-hemolytic 
streptococcus in cultures of superfi- 
cial skin infections. In certain locales, 
Corynebacterium diptheriae has been 
isolated in association with chronic 
skin sores.'??? Other organisms, such 
as gram-negative stained bacilli and 
certain fungi, have also been report- 
ed.'? 

Over the past several years, pro- 
spective epidemiologic studies have 
been conducted by members of this 
laboratory at the Red Lake Indian 
Reservation in northern Minnesota. 
Some of our findings have been re- 
ported previously.?7!9.11.214 The pur- 
pose of this paper is to present certain 
details of the clinical features of pyo- 
derma and to correlate these with the 
epidemiologic and bacteriologic data 
collected in groups of children ob- 
served over a three-year period (1969- 
1971). In each year, intensive obser- 
vations were made before, during and 
following the peak prevalence of su- 
perficial skin infections in this popu- 
lation. 


Materials and Methods 


A total of 150 children between the ages 


of 1 and 15 years living at the Red Lake 
Indian Reservation in northern Minnesota 
was observed. Prospective investigations 
began in late spring and ended in early 
fall for three consecutive years (1969, 
1970, and 1971). In 1969, 39 children from 
six families were examined daily, except 
Saturday and Sunday. Weekly observa- 
tions of 31 children from six families were 
made in 1970, and 80 children from 18 
families were similarly observed in 1971. 

The whole body was examined each time 
the children were observed. Cultures of 
the respiratory tract (nose and throat), 
normal skin sites (wrist, ankle, and mid- 
back), and skin lesions, when present, 
were taken and examined for 8-hemolytic 
streptococci and staphylococci. The fre- 
quency of cultures and the processing and 
identification of organisms have been de- 
scribed.” In addition, cultures from 74 le- 
sions that appeared to be of long standing 
were taken and planted on tellurite me- 
dium in an attempt to recover C diphthe- 
riae. Urine was tested weekly for hematu- 
ria and proteinuria by the Hemacombistix 
method. Serum specimens were obtained 
each year at the beginning of the observa- 
tion period and at four to six and eight to 
ten weeks. 


Results 


Superficial skin infections devel- 
oped in most children at one time or 
another during the observation peri- 
ods. In 1969, 38 of 39 children in- 
curred pyoderma; in 1970, 25 of the 
31 children had the disease, and in 
1971, 58 of 80 children were afflicted. 
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1970 





Children With Lesions, % 
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May June July 

Fig 1. — Prevalence of. pyoderma by week of study for each year. Verti- 

cal arrows indicate time of commencement of observations. Blank areas 
reflect weeks when no observations were made. 
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Fig 2.— Distribution of various bacterial genera in early (vesicular or 
pustular) and in later (crusted) lesions. 


bution of the bacterial genera re- 
covered from these lesions. From the 
total cultures, B-hemolytic strepto- 
cocci and staphylococci were' re- 
covered simultaneously in the majori- 
ty of instances (5896). Either alone or 
along with staphylococci, B-hemolytic 


Thus, of the 150 children seen, 121 
(81%) developed a skin infection. 
Evidence of cutaneous infection 
was present in some or in most chil- 
dren at all times during the observa- 
tion periods. Figure 1 graphically il- 
lustrates the prevalence of superficial 
pyoderma by week of study for each of 
the three years. Prevalence of pyoder- 
ma was highest in 1969, particularly 
in July and August when more than 
60% of the children had pyoderma. In 
1970 and 1971, prevalence was lower, 
and a bimodal distribution was ob- 
served, being more pronounced in 
1970. In no observation period was 
there a complete lack of pyoderma. 
The relation of age and sex to the 
development of superficial pyoderma 
was analyzed. Since most of the chil- 
dren developed disease, analysis of 
both the frequency of episodes of le- 
sions as well as the proportion of chil- 
dren affected was made. An episode 
was considered the development of a 
fresh crop of lesions in a child who 
has been previously free of pyoderma 
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for at least 2 weeks. As seen in Table 
1, in the overall picture (children at 
all ages), no sex predilection was 
found. There was a tendency for a 
higher rate and more frequent epi- 
sodes in children 2 to 5 years old as 
compared to 5 to 13 years old, and 
this was more pronounced in girls 
than in boys. Moreover, it was our 
clinical impression that older chil- 
dren tended to have fewer total num- 
ber of lesions. 

The distribution of 707 lesions on 
various body surfaces is shown in 
Table 2. A distinct predilection for 
skin lesions to occur on the lower ex- 
tremities was noted in these children. 
Moreover, the legs were much more 
commonly affected than the thighs. 
The upper extremities were the sec- 
ond most frequently involved site. 
The face and trunk were infrequently 
involved. 

A total of 1,128 cultures of the 707 
skin lesions were obtained, and these 
lesions represented various stages of 
pyoderma. Table 3 shows the distri- 


streptococci, were isolated in 923 in- 
stances (82%) from the total cultures 
of lesions. Group A accounted for 913 
(98.9%) of the f-hemolytic strepto- 
coccal isolates, with group G account- 
ing for nine isolates and group C for 
one. Staphylococci, either alone or 
along with streptococci, were isolated 
in 795 instances (71%). Corynebacter- 
ium diphtheriae was never recovered 
from the 74 chronic-appearing lesions 
cultured for this organism. 

When the distributions of the vari- 
ous bacterial genera in early-stage ^ 
and later-stage lesions were com- 
pared, distinct differences were noted 
(Fig 2). Lesions were regarded as be- 
ing in an early stage if they were ve- 
sicular or pustular without any crust- 
ing. Crusted lesions were considered 
representative of a later stage. Both 
early-stage lesions and later ones 
were more often pure streptococcal | 
than pure staphylococcal, and this 
streptococcal predominance is much 
more pronounced in the early stage 
lesions. Furthermore, streptococci 
alone were recovered almost twice as 
frequently from early lesions (40%) as 
compared to later ones (2296). Staphy- 
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lococcus epidermidis was never iso- 
lated alone from early stage lesions, 
but accounted for 4% of later ones. 
These observations suggest a primary 
role for streptococci in initiation of 
pyoderma. 

The intensive observations made in 
1969, with frequent (often daily) cul- 
turing of skin lesions, provided us 
with an opportunity to assess further 
the role of streptococci and staphylo- 
cocci in the progression of untreated 
pyoderma. There were 38 lesions that 
yielded only B-hemolytic streptococci 
on initial culturing and that were 
repeatedly cultured. These lesions 
were each cultured two to ten times 
(mean 3.2 times) over a period of 3 to 
28 days (mean 8.3 days). In 12 such 
serially cultured lesions, staphylococ- 
ci were never recovered; the sole or- 
ganism present was the streptococ- 
cus. In the remaining 26 lesions, 
staphylococci were recovered in some 
of the subsequent cultures. The first 
appearance of staphylococci occurred 
over a range of 1 to 16 days (mean 5.0 
days). Eight of the 26 lesions had only 
B-hemolytic streptococci recovered 
from them on final culturing, and in 
these instances, the staphylococci 
lasted one to nine days (mean 3.5 
days). In the remaining 18 lesions, 
both bacterial genera continued to 
coexist. This longer persistence of 
streptococci in mixed lesions suggests 
a subsidiary role for staphylococci in 
perpetuating pyoderma. 

Certain clinical features were ob- 
served, which made it possible to dif- 
ferentiate in many instances the vari- 
ous types of lesions as related to sub- 
sequent cultural results. An example 
of an early stage lesion yielding only 
B-hemolytic streptococci is shown in 
Fig 3. Usually, minimal or no erythe- 
ma surrounded such lesions. They 
were either vesicular or pustular in 
appearance. Frequent observations of 
24 such early lesions enabled docu- 
mentation of the temporal develop- 
ment of crusting. Of eight lesions 
observed daily, crusts had developed 
in six instances within 24 hours, and 
two lesions remained vesicular for 
two and four days respectively. All of 
the remaining 16 lesions (observed 
less frequently) developed crusts in 
two to ten days (mean 4.5 days). The 
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crusts were rather thick, amber in 
color, and crumbly (Fig 4). At this 
time, cultures yielded either strepto- 
cocci alone or streptococci along with 
staphylococci. At a yet later time, a 
lesion beyond the fifth or sixth day of 
development assumed the appear- 
ance as shown in Fig 5. The crust was 
thicker, had a reddish-brown appear- 
ance, and usually lifted in toto when 
raised. Cultures of such lesions most 
commonly yielded mixtures of strep- 
tococci and staphylococci. 

We have not encountered bullous 
impetigo at any time during the 
three-year study period. The purely 
staphylococcal lesions are exemplied 
in Fig 6. Crusts of such lesions were 
thin, varnish-like, and light brown in 
color. They tended to heal spontane- 
ously much faster than lesions con- 
taining streptococci. 

All lesions healed with or without 
any specific antimicrobial therapy. 
Figure 7 illustrates the stages in the 
healing process. In Fig 7, left, all four 
crusted lesions yielded mixtures of 
streptococci and staphylococci. Figure 
7, right, illustrates the same area 
photographed five days later. Depig- 
mentation is evident, as is peeling of 
the superficial epidermis surrounding 
the lesions. At this stage, cultures of 
the areas were negative for strepto- 
cocci and staphylococci. Depigmenta- 
tion persisted for several weeks, but 
eventually, the skin assumed a 
uniform color in most instances. No 
permanent scarring was noted subse- 
quently. 

The intensive observations made in 
1969 also provided the opportunity to 
evaluate certain other aspects of the 
natural history of untreated pyoder- 
ma. In nine children, 15 individual 
lesions were cultured repeatedly 
(range, 2 to 12 times; mean, 3.8 
times) until the last culture was neg- 
ative for streptococci and staphylococ- 
ci. The mean duration for disappear- 
ance of organisms from these untreat- 
ed lesions was 9.6 days, with a range 
of 2 to 23 days. In five of the 15 le- 
sions, organisms persisted for 12 days 
or longer. There were three lesions 
that yielded only 8-hemolytic strepto- 
cocci on repeated culture, and these 
lesions were bacteriologically sterile 
in three, five, and seven days, respec- 


tively. The remaining 12 lesions 
yielded mixtures of streptococci and 
staphylococci in all cultures. At the 
time the cultures were sterile, all le- 
sions were still crusted, but on remov- 
al of the crusts, the bases were dry. 


Comment 


The endemicity of pyoderma on this 
Indian reservation is striking, and 
there was no time when observations 
were made that all children were 
found to be completely free of skin 
lesions. At times, skin infections in 
this population assume almost epi- 
demic proportions. The reason for this 
high prevalence of skin disease is not 
certain, but may be related, at least 
in part, to suboptimal hygienic condi- 
tions.” 

The increased prevalence of super- 
ficial pyoderma in the summer 
months can be attributed to several 
factors. In warmer weather, skin is 
more apt to be exposed, and in chil- 
dren, it is more likely to be trauma- 
tized. Poison ivy, scabies, insect bites, 
and mechanical trauma all interrupt 
the integrity of the skin and can cer- 
tainly predispose to the development 
of skin infections, particularly when 
potentially pathogenic bacteria are 
already available on the skin. Pre- 
vious studies from this laboratory 
have shown that group A streptococci 
can be regularly found on normal 
skin for one to two weeks before de- 
velopment of skin lesions caused by 
organisms of the same serologic 


The recovery of 8-hemolytic strep- 
tococci and staphylococci from skin 
lesions has been amply documented 
in the literature'?*5.55?! and is fur- 
ther confirmed in the present report. 
Virtually all of the B-hemolytic strep- 
tococci belong to Lancefield group A, 
although occasionally groups € and G 
have been isolated from skin lesions. 
Staphylococcus aureus is much more 
commonly recovered than S epidermi- 
dis, and in the great majority of in- 
stances, streptococci and staphylococ- 
ci coexist in lesions. 

While the cohabitation of these two 
genera is well recognized, their 
importance and the interactions be- 
tween them have been focused upon 
sparsely. Recent observations, which 
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Fig 3.—Pustular lesion yielding only 8-hemolytic streptococci 
on culture. 











Fig 5.— Eight-day-old lesion containing streptococci and staphylo- Fig 6.—Pure staphylococcal lesions with thin, 
cocci. Note thick, brown crust. varnish-like crusts. 


Fig 7. Left and right, Stages in 
healing process. Same area 
photographed five days apart. 
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Table 1.—Relation of Frequency of Pyoderma to Age and Sex 


Male 


Female Total 





Age Group 


Rate* (%) 


of Episodes Rate* (%) of Episodes 


Mean No. Mean No. 


Rate* (%) of Episodes 











Under 2 yrs. 5/5 (100) 1.4 0/0 


5/5 (100) 1.4 





2-5 yrs. 
5-13 yrs. 


18/21 (89) 1.6 
46/55 (85) 14 





14/15 (93) 1.8 


32/36 (90) 1.7 





38/54 (70) L1 





84/109 (79) 1.2 





All ages 69/81 (84) 14 


52/69 (80) 1.3 








121/150 (81) 1.4 


*No. of patients who developed pyoderma at any time during observation period/total No. in that 


age group. 


Table 2. — Distribution of Lesions in Relation to Body Surfaces 


Site No. of Lesions 


Face 


% of All Lesions 





Trunk 
Upper extremities 








Lower extremities 


Organisms Recovered 








B-hemolytic streptococci only 
S aureus only 





No. of Cultures 
276 
102 














S epidermidis only 


B-hemolytic streptococci and 
S aureus 





46 








B-hemolytic streptococci and 
S epidermidis 
No organisms 




















Total 


have been summarized here and have 
been presented in detail elsewhere,” 
have elucidated, at least in part, some 
of the following aspects: (1) strepto- 
cocci alone were more often recovered 
from early lesions than from crusted 
ones; (2) early lesions are more often 
pure streptococcal than pure staphy- 
lococcal; (3) streptococci last longer 
than staphylococci in mixed lesions; 
and (4) in serially cultured lesions, 
staphylococcal phage types change 
frequently, whereas the same strepto- 
coccal serotypes persist in the majori- 
ty of instances.?* All of these observa- 
tions would strongly suggest a prima- 
ry role for the streptococcus in the 
pathogenesis of superficial pyoderma. 

Additional information for the 
primary role of streptococci in super- 
ficial pyoderma can be gained by 
analysis of treatment studies both in 
experimental animals and in hu- 
mans. The Syrian hamster has been 
shown to be a suitable animal to 
study various factors of experimental 
impetigo./*? In this animal model, 
lesions containing 8-hemolytic strep- 
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tococci alone or ones containing peni- 
cillin-sensitive or penicillin-resistant 
staphylococci, in addition to strepto- 
cocci, all heal at the same rate when 
these animals are treated with peni- 
cillin G.” Similar observations have 
been reported also in treatment 
studies in humans by several investi- 
gators.?!?3 

Another finding that was unrav- 
elled as a result of these prospective 
intensive epidemiologic observations 
was the difference in the migration 
patterns and site sequence of the 
spread of streptococci and staphylo- 
cocci in an individual and within the 
population.?2* Generally, both are 
recovered from normal skin sites 
prior to the subsequent development 
of skin lesions??? Streptococcal 
spread was from normal skin, to le- 
sions, and finally to the respiratory 
tract (nose then throat). In contrast, 
staphylococci first appear in the nose, 
then are recovered from normal skin 
sites, and finally from lesions.”4 

Although superficial skin infec- 
tions are very common in this popu- 


lation, we have not been impressed 
by the development of suppurative 
complications. Ecthyma was rarely 
encountered, cellulitis was very infre- 
quent, local lymphadenitis was un- 
common, and osteomyelitis was 
absent. The nonsuppurative compli- 
cation following pyoderma has been 
most often acute glomerulonephri- 
tis.*'* In this population, two major 
epidemics’"* and sporadic cases^?! 
have been reported. Glomerulone- 
phritis can follow streptococcal infec- 
tions of the skin or of the throat, but 
certain distinct differences in the bac- 
teriologic and epidemiologic aspects 
of streptococcal infection at these two 
sites are of interest. These differences 
are discussed in greater detail else- 
where,” but deserve some emphasis 
here. While the association of only 
certain streptococcal serotypes with 
nephritis is well recognized,99.1?-15 
the serotypes that are associated with 
pyoderma nephritis are different from 
the ones associated with nephritis 
following pharyngitis.^ The latent 
period to develop nephritis is longer 
after pyoderma than after pharyngi- 
tis.! 

Striking differences in the antibody 
responses following infections at 
these two sites are also recognized, 
most important of which is the feeble 
antistreptolysin O response following 
streptococcal infections of the skin. 
This has been observed in humans,?* 
3 as well as in the experimental ani- 
mal model,” and is probably related 
to suppression of the antigenicity 
of streptolysin O by cholesterol or 
other skin lipids.*^*' On the other 
hand, certain streptococcal antibodies 
(antideoxyribonuclease B and antihy- 
aluronidase) regularly respond with 
increased titers following strepto- 
coccal pyoderma;?? which makes 
them much more useful antibody 
tests to the dermatologist. 

Also noteworthy is the fact that 
while glomerulonephritis is well rec- 
ognized as a nonsuppurative compli- 
cation of both pyoderma and pharyn- 
gitis, rheumatic fever has never 
been documented to be associated 
with pyoderma. The abortion of 
rheumatic fever following strepto- 
coccal pharyngitis through the use 
of appropriate penicillin therapy has 
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been well established, and the pre- 
vention of recurrences with prophy- 
laxis is common knowledge. Compar- 
able data for the effect of therapy on 
prevention of nephritis is less exten- 
sive in the case of throat infections 
and nonexistent in the case of skin 
infections. There is, therefore, some 
doubt as to the possible abortion of 
nephritis once infection sets in, espé- 
cially with respect to pyoderma. 

- In certain epidemic or endemic 
Situations, the desirability of pre- 
venting streptococcal pyoderma by 
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tion of the skin and of the respiratory tract. J 
Clin Invest 48:1697-1704, 1969. 

11. Kaplan EL, et al: Epidemic acute nephri- 
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13. Dillon HC: Streptococcal infections of the 
skin and their complications: Impetigo and ne- 
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continuous antibiotic prophylaxis 
deserves consideration. Encouraged 
by the observation that penicillin 
prophylaxis is effective in experi- 
mental pyoderma in the hamster,” 


we are currently evaluating such an | 


approach in this population. Results 
to date? suggest that it is possible to 
suppress streptococcal skin infections 
with penicillin G benzathine (Bicillin) 
given by intramuscular injection, but 
that a sustained effort is needed, with 
repeated injections at rather frequent 
intervals. Further studies are still in 
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Clinical and pathologic features of 22 
cases of basal cell carcinoma (BCC) in chil- 
dren, unassociated with xeroderma pig- 
mentosum, nevus sebaceus, or nevoid BCC 
syndrome, and a review of the 25 cases 
previously cited in the literature are given. 
In our series, the patients ranged from 7 to 
15 years in age, and each had a single le- 
sion. Histologic features resembled those 
seen in BCC occurring in older age groups, 
except that fibroblastic proliferation of the 
surrounding stroma was prominent in many 
lesions. Most tumors were comprised of 
combinations of solid, adenoid, and cystic 
patterns. There were two fibrosing BCCs 
and one metatypical BCC. ; 

Isolated BCC in children can be distin- 
guished from nevoid BCC only by careful 
clinical examination and follow-up. Trich- 
oepithelioma may he misdiagnosed his- 
tologically as BCC. 


B's cell carcinoma (BCC) of the 


skin was first described by Jacob 
in 1827; the pathologic features were 
not presented, however, until Krom- 
pecher’s description of 21 cases in 
1900.! Since then, BCC has become 
recognized as a tumor occurring most 
commonly in people with aged or ac- 
tinically damaged skin. Its occur- 
rence in younger adults and children, 
particularly in association with ne- 
vus sebaceus of Jadassohn, xeroder- 
ma pigmentosum and the nevoid 
basal cell carcinoma syndrome also 
has been described.*? Basal cell carci- 
noma is rare in children who do not 
have one of these predisposing condi- 
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Basal Cell Carcinoma in Children 


Ellen B. Milstone, MD, Elson B. Helwig, MD, Washington, DC 


tions, and a review of the literature 
reveals only 25 cases in children 15 
years old or younger.??* Furthermore, 
the elinical and histologic descrip- 
tions in most of these reports are in- 
adequate to support conclusions re- 
garding clinical or histologic patterns 
or accuracy in diagnosis. 

This study was undertaken to de- 
termine whether BCCs in children 
have clinical or pathologic features or 
both that are distinct from those oc- 
curring in older age groups. This re- 
port includes a review of the litera- 
ture and the clinical and histopatho- 
logie features of 22 additional cases 
of BCC in children. 


Materials and Methods 


The material reviewed is from the files 
of the-Armed Forces Institute of Pathology 
and includes military and civilian sources. 
The initial group of 89 cases studied in- 
cluded those in children 15 years or young- 
er classified as BCC, 68 cases; BCC with 
nevus sebaceus, 7; BCC arising in the wall 
of an epidermal inclusion cyst, 1; adnexal 
carcinoma, 12; adenocystic carcinoma, 2; 
unclassified malignant neoplasm, 2; and 
adnexal adenoma, 2. Of the 63 cases of 
“basal cell carcinoma," the following were 
excluded: BCC associated with xeroderma 
pigmentosum, 2 cases; BCC associated 
with previously undiagnosed nevus seba- 
ceus of Jadassohn, 2; nevoid basal cell car- 
cinoma syndrome, 1; misdiagnosed cases 
of trichoepithelioma, 32; and cases in 
which slides or records, or both, were not 
available, 5. The “BCC arising in the wall 
of an epidermal inclusion cyst" was ac- 
tually a trichofolliculoma. One case of 
adnexal adenoma was rediagnosed as 
BCC. Thus, the final study population in- 
cluded only 22 cases of BCC unassociated 
with other lesions. 

Hematoxylin-eosin-stained sections were 
studied from each lesion. Sections from 
representative cases of BCC and tricho- 
epithelioma were stained with PAS, with 
and without diastase digestion; Hale 
colloidal iron for acid mucopolysaccha- 


Basal Cell Carcinoma/Milstone & Helwig 523 


rides, with and without hyaluronidase 
digestion; aldehyde-fuchsin at pH 0.9 and 
pH 1.7; and Movat pentachrome. 

A questionnaire was utilized for follow- 
up information in each case, with specific 
reference to recurrence of the original le- 
sion, development of other lesions, un- 
usual exposure to irradiation, develop- 
ment of other stigmas of the nevoid BCC 
syndrome, and important family history. 


Results 


Clinical Data.— Among the 22 
patients with BCC, 12 were boys and 
10 were girls. There were 15 Cauca- 
sians and one Negro; the race was 
unknown in six. The patients varied 
in age from 7 to 15 years at the time 
of biopsy; the median age was 13 
years. The apparent duration of the 
lesion at the time of biopsy varied 
from one month to three years in the 
13 cases for which this information 
was available. All of the patients had 
single lesions, except for one case 
(metatypical BCC) in which multiple 
nodules developed in the scar of a 
previously excised BCC. One addi- 
tional case also represented an appar- 
ent recurrence at the same site; how- 
ever, the original lesion had not been 
biopsied. Sites of involvement includ- 
ed the face, 12 cases (5596); the scalp, 
five (23%); the neck, one (4%); and the 
back, four (18%). 

The tumors apparently evolved 
spontaneously. Symptoms, when pres- 
ent, included chronic irritation (four 
cases), bleeding (two), and gradual 
increase in size (four). Little addition- 
al information was available regard- 
ing other clinical descriptions of these 
lesions; one lesion (histologically a 
sclerosing BCC) was described as an 
ivory-colored firm plaque and another 
as a firm nodule. The size of the le- 
sions at the time of biopsy was known 
in five patients and ranged from 0.2 
to 0.4 cm in diameter. 

Review of family history, available 
in nine cases, revealed that no family 
members had similar lesions, stigmas 
of the nevoid BCC syndrome, or xe- 
roderma pigmentosum. 

Fifteen of the 22 lesions were diag- 
nosed clinically. Diagnoses consid- 
ered were BCC (five cases), nevus 
(four), mole (two), pyogenic granu- 
loma (one), epidermal inclusion cyst 
(one), benign appendageal tumor 
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cystic pattern (AFIP Neg 73-928; hematoxylin- 
eosin, original magnification x 50). 


(one), and papilloma (one). 

Follow-up data, available in 11 pa- 
tients, indicate that none of these pa- 
tients have had recurrence of the ini- 
tial BCC, development of other le- 
sions, or known stigmas of the nevoid 
BCC syndrome. Follow-up intervals 
since original excision are one year or 
less (two cases), two to five years (six), 
and more than ten years (three). 
None have had known large exposure 
to the sun or other sources of x-radia- 
tion prior to development of the ini- 
tial BCC. 

Pathologic Features.— Fifteen 
(68%) of the 22 lesions were initially 
diagnosed as BCC. Other pathologic 
diagnoses were sweat gland adeno- 
ma, sebaceous adenoma, squamous 
cell carcinoma, squamous papilloma, 





Fig 2.— Higher magnification of lacelike ar- 
rangement of basaloid cells seen in adenoid 
cystic BCC (AFIP Neg 73-930; hematoxylin- 
eosin, original magnification x 440). 


and myoepithelioma. 

Gross description was available in 
five cases. The surface varied from 
flat to raised and nodular, and the 
diameter ranged from 0.3 to 0.4 cm. 
On cross section, the lesions were 
described as tan or pearly gray, firm, 
and confined to the corium. 

Microscopically, the tumors were 
comprised of various-sized islands of 
cells occupying the superficial, mid- 
dle, and sometimes deep corium. The 
tumor lobules were composed of 
uniform basaloid cells containing 
round to oval nuclei and scanty cyto- 


Fig 3. — Metatypical BCC, with tumor masses surrounded by prominent fibroblastic proliferation 
of stroma (AFIP Neg 73-1675; hematoxylin-eosin, original magnification x 63). 
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Fig 4.—Higher magnification of tumor mass 
from metatypical BCC in Fig 3, illustrating loss 
of peripheral palisading. Tumor cells are plump 
and squamoid in appearance. Note mitotic fig- 
ure (AFIP Neg 73-1671; hematoxylin-eosin, 
original magnification x 530). 


plasm and were arranged in palisades 
at the periphery of the masses. Mitot- 
ic figures were rare. In most cases, 
the overlying epidermis showed 
slight hyperkeratosis with flattening 
of the rete ridges. Parakeratosis was 
not seen. Three cases showed mild 
acanthosis. Ulceration was seen in 
only one lesion, associated with sub- 
jacent inflammatory infiltrate com- 
prised of lymphocytes, histiocytes, 
extravasated erythrocytes, and eosin- 
ophils. 

One or more histologic patterns 
was noted within each lesion. Three 
BCCs were composed solely of solid 
masses of basaloid cells. In two 
others, cystic spaces were present 
within some of the solid masses. In 
two lesions, solid masses contained 
foci of pilar differentiation comprised 
of parakeratotic cells with an elon- 
gated nucleus and slightly eosino- 
philic cytoplasm arranged in concen- 
tric whorls. Keratinous cysts were 
rare. Large amounts of melanin pig- 
ment were present in two lesions. 
Most of the pigment was interspersed 
in melanocytes between the tumor 
cells or in macrophages in the adja- 
cent stroma; only small amounts 
were within the tumor cells. A 
suggestion of pilar differentiation 
was present in both lesions. In three 
cases, the cells were intertwined in a 
lacelike arrangement, resulting in an 
adenoid cystic pattern (Fig 1 and 2). 
In two lesions, one of which was ul- 
cerated, many small islands and 
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Histochemical Results on BCC and Trichoepithelioma 




































strands of tumor cells infiltrated a 
dense fibrous stroma, illustrating the 
fibrosing or morphea-like pattern. 
There was only one multicentric 
BCC; it contained several small, sol- 
id, irregular proliferations of tumor 
cells attached to the epidermis. 

One 15-year-old girl who had had a 
BCC excised from her back two years 
before appeared with three nodules in 
the scar at the same site. Biopsy of 
each of these nodules revealed a met- 
atypical BCC, characterized by loss 
of peripheral palisading in most areas 
and many plump, cuboidal, squamoid 
tumor cells (Fig 3 and 4). Unfortu- 
nately, sections of the original lesion 
from this patient were not available 
for study. 

In all lesions, the stroma adjacent 
to the tumor masses showed fibro- 
blastic proliferation. In many in- 
stances, this reaction was prominent, 
and the stroma appeared to be an in- 
tegral part of the lesion. The stroma 
frequently was dense, but in some 
instances it was loose and edematous. 
Retraction of the stroma from the 
tumor masses was seen in some cases. 
Inflammatory reaction was noted in 
only nine instances, and except for 
the ulcerated lesion, it consisted of a 
mild infiltration of lymphocytes, his- 
tiocytes, and scattered mast cells. 

Small foci of calcification were not- 
ed in the two fibrosing BCCs, but os- 
teoid formation was not seen in any of 
the lesions. 

The histologic pattern could not be 


Keratinous 
Basaloid Cystic Spaces in  Keratinous Cyst 
Procedure Cells Tumor Islands Cyst Walls Contents Stroma 
PAS, with and Negative Negative Positive Positive Positive after 
without before after diastase 
diastase diastase diastase 
digestion 
AMP, with and Negative Positive after Negative Positive Positive before 
without hyaluronidase hyaluronidase 
hyaluronidase 
digestion 
Aldehyde- Negative Positive Negative Positive Small amount 
fuchsin positive 
material near 
tumor 
masses, mast 
cells positive 
Movat Negative Positive Negative Positive Small amount 


positive 
material near 
tumor 
masses 


correlated with the site of the lesion 
or with the patient’s age, sex, or race. 

Histochemical Features. — Rep- 
resentative examples of BCC and of 
trichoepithelioma previously inter- 
preted as BCC showed similar stain- 
ing reactions and confirmed findings 
previously reported.?* The results are 
summarized in the Table. Positive 
stain for sulfated mucopolysaccha- 
rides was noted in areas of cystic 
change in some BCOs, as well as in 
some trichoepitheliomas. 


Comment 


The 25 cases of BCC in children 
cited in the literature include three in 
which the patient had previously re- 
ceived radiation at the same site for 
a hemangioma*? or “discoloration,”!” 
and one in which the BCC followed a 
cigarette burn." Two patients had 
multiple lesions. Scharnagel and 
Pack described a boy who had re- 
ceived radiation soon after birth for 
an enlarged thymus and subsequent- 
ly developed hundreds of tumors on 
the chest, back, and axillae; these 
were diagnosed as BCC and surgical- 
ly excised when he was 5 years old.'* 
Recently, Lasser and Carter reported 
the case of a 12-year-old boy who de- 
veloped multiple lesions on the face 
and scalp over a two-year period that 
were interpreted histologically as 
multiple basal cell epitheliomas with 
sebaceous differentiation.? The au- 
thors permitted us to review all avail- 
able sections from this case, and we 
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Fig 5.—Trichoepithelioma initially misdi- 
agnosed as keratotic BCC (AFIP Neg 73-3340; 
hematoxylin-eosin, original magnification x 50). 


believe that they represent epithe- 
lioma adenoides cysticum (Brooke 
tumor). 

The remaining 19 cases apparently 
represent instances of sporadic BCC 
in children unassociated with known 
predisposing factors.?!"!'?» Limited 
clinical data available in these cases 
include: sex, female (ten), male (four), 
unknown (five); race, white (one), 
unknown (18); age at diagnosis, 5 to 
15 years, median 12 years, unknown 
(three); location of tumor, face (nine), 
scalp (two), back (one), and unknown 
(seven). Only eight reports contain a 
fairly complete description or photo- 
graph of the histopathologic fea- 
tures.9:1517,152027?1' There was histolog- 
ic confirmation of the diagnosis in 
four other cases.'"?' Reports of the 
other seven cases contain no informa- 
tion concerning histologic appear- 
ance.!*!6192125 Thus, inadequate clin- 
ical and histopathologic data in these 
cases prevent meaningful comparison 
with the findings in our own series. 

BCC has been confused with other 
entities, both clinically and histologi- 
cally. Its rarity in children may ex- 
plain why so many cases in our series 
were not correctly diagnosed clinical- 
ly. Histopathologic diagnosis may 
also be difficult. Our review included 
32 pediatric cases that were original- 
ly diagnosed as BCCs, but were ac- 
tually trichoepitheliomas. Among the 
characteristic features of trichoepi- 
thelioma that have been previously 
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Fig 6.—Higher magnification of area in circle 
in Fig 5, demonstrating fronding of cells that is 
characteristic of trichoepithelioma (AFIP Neg 
73-3338; hematoxylin-eosin, original magnifi- 
cation x 485). 


described ?5?* we found that the over- 
all configuration, with frond-like ar- 
rangement of the basaloid cells and 
the presence of epithelial tracts com- 
prised of two or more layers of basa- 
loid cells, was most helpful in differ- 
entiating these lesions from BCC (Fig 
5 through 8). In a few instances, it 
was impossible to distinguish be- 
tween the two lesions on the basis of a 
single section, but study of multiple 
sections clarified the diagnosis. The 
presence of stromal reaction was not 
helpful in differentiating between 
BCC and trichoepithelioma in chil- 
dren. In contrast to BCC occurring in 
adults, most BCCs in our series 
showed prominent fibroblastic prolif- 
eration of the stroma surrounding the 
tumor masses. 

One case in our files was initially 
considered to be a BCC arising in the 
wall of an epidermal inclusion cyst. 
The histologic findings on review 
were considered characteristic of 
trichofolliculoma, with epithelial pro- 
liferations showing varying stages of 
pilar formation arising from a central 
dilated keratinized cystic structure 
continuous with the surface epider- 
mis??? Trichofolliculoma is more 
likely to be confused with trichoepi- 
thelioma than with BCC, especially if 
the section is not from the center of 
the lesion and shows only small im- 





Fig 7.—Trichoepithelioma initially misdi- 
agnosed as BCC, containing foci with solid and 
adenoid appearance suggestive of BCC. Epi- 
thelial tracts (rectangle), characteristic of 
trichoepithelioma, are evident (AFIP Neg 73- 
1682; hematoxylin-eosin, original magnification 
x 50). 





mature hair follicles and prominent 
stroma.?? 

Sections from one patient in our 
study, who had recurrent nodules in a 
scar of a previously excised BCC, 
showed histologic findings character- 
istic of metatypical BCC. Mac- 
Cormac! and Korbl? first described 
tumors that were similar to BCC but 
contained cells that were larger, pale, 
and resembled squamous cells. In 
1922, Darier? named this group épi- 
théliome métatypique, comprised of 
two types: (1) épithéliome métatypique 
mixte, having foci of usually incom- 
plete pearl formation containing col- 
loid-like material in their center, and 
(2) épithéliome métatypique intermé- 
diaire, containing narrow strands of 
cells two or three rows in diameter, 
which are larger, paler staining, and 
more squamoid in appearance. Many 


authors believe that the first group ^ 


represents BCC with keratotic differ- 
entiation.?» The existence of the 
second group is supported by some?*?* 
and doubted by others.?*?*4" We des- 
ignate as metatypical BCC those le- 
sions containing nests of plump squa- 
moid cells, sometimes with pleo- 
morphic nuclei, and showing loss of 
good peripheral palisading. A marked 
number of the rare metastatic BCCs 
seen at this Institute have been meta- 
typical. Basal cell carcinomas with 
metatypical histologic appearance 
have been noted to behave in a more 
aggressive fashion than the usual 
BCC and to have a greater tendency 
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Fig 8.—Higher magnification of epithelial 
tracts composed of two or more layers of basa- 
loid cells (AFIP Neg 73-3341; hematoxylin- 
eosin, original magnification x 485). 


to recur. Unfortunately, we do not 
know whether the original lesion in 
the patient being reported showed 
metatypical characteristics. The pa- 
tient remains free of further recur- 
rence after 31/2 years. 

The results of this study are limited 
by its retrospective nature. Such a 
format omits BCCs diagnosed as 
other entities. Moreover, inadequate 
clinical follow-up in half of the cases 
prevents conclusions regarding the 
biologic behavior of BCCs in children. 

The nevoid basal cell carcinoma 
syndrome frequently presents clini- 
cally as one or more BCCs in a 
child.** Histologic examination of 
these lesions shows frequent occur- 
rence of the multicentric pattern and, 
uncommonly, the presence of bone or 
osteoid; however, the nevoid BCC 
syndrome cannot be distinguished 
from a sporadic BCC on the basis of 
histologic appearance alone.’ It is of 
interest that there was only one mul- 
ticentric BCC in our series. Current 
follow-up in this instance reveals no 
recurrence of the lesion or develop- 
ment of other BCCs after 3/2 years 
and no stigmas of the nevoid BCC 
syndrome. In contrast, a 10-year-old 
girl originally included in our series, 
who had a BCC on her neck that 
showed solid and adenoid features 
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histologically, subsequently devel- 
oped four other BCCs on her face and 
neck. X-ray films revealed bifid ribs 
but no cysts of the jaws. She does not 
have hypertelorism or palmar pits. 

The clinical and histologic overlap 
of sporadic BCC and nevoid BCC 
emphasizes the importance of long- 
term observations of children pre- 
senting with an isolated BCC. It is 
possible that several, or even all, of 
the BCCs in this study represent a 
forme fruste of the nevoid BCC syn- 
drome. Indeed, the histochemical 
characteristics of BCC, in particular 
the presence of sulfated acid mucopol- 
ysaccharides, which are also normal- 
ly found in the papilla of the hair fol- 
licle, support the hamartomatous 
theory of the histogenesis of this le- 
sion. Conclusions regarding the rela- 
tion of sporadic and nevoid BCC in 
children can be made only from a 
study including careful examination 
and follow-up of all cases of an ap- 
parently isolated BCC. 
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Treatment of Basal Cell Carcinoma 
of the Skin With Curettage 


II. A Follow-Up Study 


Flemming Reymann, MD, Copenhagen 


A follow-up study was done on a series 
comprising 178 patients with a total of 338 
basal cell carcinomas treated solely with 
curettage. During a 4'/-year experimental 
period, the tumors recurred in 26 patients. 
The follow-up period for patients without 
symptoms has been 38.3 months. 

It should be emphasized that the method 
of treatment is subject to certain limita- 
tions, but that in selected cases it must be 
considered the treatment of choice. Appli- 
cation of the technique described requires 
centralization of treatment to certain der- 
matological units. 


Bus cell carcinomas of the skin 
are, to a large extent, treated 
with curettage combined with elec- 
trodesiccation, x-rays, antineoplastic 
agents, and others. 

In a previous paper! an account was 
given of the preliminary results ob- 
tained in the treatment of basal cell 
carcinomas with curettage alone. The 
object of the study was to provide a 
standard of comparison to be used in 
the assessment of the methods of 
treatment where curettage is in- 
volved. 

In this paper, the results of 4¥2 
years of work on this method of treat- 
ment are described. 


Methods 


Originally, the series was comprised of 
178 patients with a total of 338 basal cell 
carcinomas, treated over the period ex- 
tending from April 1, 1968 to April 1, 
1970. The collection of the series, and the 
distribution according to sex and age were 
described in the previous paper. 

The average age of the patients at the 
time of treatment was 65.4 years. 

The site of the tumors was very charac- 
teristic. Only ten of the solitary tumors 
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were located on the trunk and two on the 
limbs, whereas 139 were found on the face, 
15 of these on the bridge of the nose, 12 on 
the wings of the nose, three in the naso- 
labial furrow, and seven in the internal 
commissure. The multiple tumors were, to 
a much larger extent, located on the trunk 
and the limbs. 

During the experimental period of 41 
years the number of patients was reduced 
for various reasons. 

In a 47-year-old woman with four tu- 
mors on the trunk, the histologic diagnosis 
had to be changed to benign papillomas. 

Two men, 65 and 85 years old, refused to 
appear for check ups. 

Twenty patients, 16 men and four wom- 
en, died during the experimental period. 
The causes of death were ascertained from 
death certificates or from information pro- 
cured from the wards where they died. 
Five patients died from internal malig- 
nancy; one woman from mammary cancer; 
two men from lung cancer; and two men 
from rectal and stomach cancer, respec- 
tively. 

Thus the follow-up examination was 
comprised of a total of 155 patients with 
310 tumors. 

Technique of Treatment.—' This was 
described in detail in the preliminary 
paper. The tumors were removed under 
local anesthesia; hemostasia was induced 
by compressing with adhesive plaster, if 
necessary combined with gauze impreg- 
nated with adrenalin chloride. The border 
zones of the tumors were curetted very 
carefully, and Fig 1 shows the size of the 
treated area. í 

Follow-Up of Treatment.—This took 
place over the period from June 1972 to 
January 1973. One patient was contacted 
by telephone only, two patients were ex- 
amined in their homes, while the remain- 
ing patients appeared for check-ups at the 
outpatient clinic of the Department of 
Dermatology, Finsen Institute. 


Results 


During the 4Ys-year experimental 
period, recurrence of a tumor was 
found in 26 of the 155 patients 
checked. 


The average period of observation 
for the 129 patients (53 men and 76 
women) who showed no signs of 
recurrence, was 38.3 months. An out- 
line of the duration of the follow-up 
period is given in Fig 2. 

As far as we have been able to as- 
certain, none of the 20 patients who 
died showed signs of recurrence. 

Twenty-eight of the 178 patients 
were treated with curettage for tu- 
mors that recurred after previous 
treatment. 

Eighteen tumors in 17 patients 
recurred following previous x-ray 
therapy. In one patient it was impos- 
sible to ascertain the ray quality ap- 
plied, but the remaining patients had 
been treated with ray qualities rang- 
ing from 25 to 43 kv in various dos- 
age. Mostly, fractional treatment 


. with total doses ranging from 5,000 to 


6,000 rads had been given. Six (33%) 
tumors in five patients recurred after 
treatment with curettage. One pa- 
tient died (suicide) 14 months after 
treatment. The remaining patients 
had no symptoms during an average 
follow-up period of 39.3 months. 

Seven tumors recurred after treat- 
ment with curettage combined with 
electrodesiccation. None of these re- 
curred after curettage. ` 

Two tumors had recurred after 
treatment with curettage combined 
with antineoplastic ointments. One of 
these (Table, patient 6) recurred 47 
months after curettage was per- 
formed. 

One tumor had recurred after freez- 
ing with carbon dioxide. A check up 
38 months after curettage showed 
that the patient had no symptoms. 

Finally, one patient had not stated 
that a tumor on the tip of the nose 
had previously been treated with 
podophyllum resin. Thirty months 
after curettage, a recurrent tumor 
was found, extending into the ante- 
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Fig 1.—Basal cell carcinoma. Left, before curettage; center immediately after; a 


rior nasal cavity. 

The remaining 150 patients had 
not been treated previously. 

The Table summarizes the 26 pa- 
tients who had recurrent tumors after 
they were treated with curettege. The 
duration of tumor given in the Table 
is either the primary duration or, in 
regard to the recurrences, the period 
from the time of primary treatment 
until the recurrence was curetted. 

The 26 patients were nine men and 
17 women, their average age was 68.4 
years. A total of 28 tumors were 
treated, since patients 7 and 22 had 
two recurrent tumors. 

The duration of the recurring tu- 
mors was less than one year in nine 
patients, 1 to 2 years in six, 2 to 3 
years in three, 3 to 4 years in three, 
and, finally, five tumors had existed 
for from four years to over 15 years. 

The recurrences were found within 
one year after curettage in 11 pa- 
tients. Five recurrences were found 
during the second year, seven during 
the third year, and three were not 
found until over three years had 
elapsed since the curettage. One of 
these three patients (No. 6) however, 
did not appear for check ups during 
the last two years before the recur- 
rence was ascertained. 

In cases that 8, 11, and 24, histolog- 
ic examination of the tumors that 
recurred showed squamous cellular 
areas, indicating that these were 
mixed tumors. 

The series was comprised of 27 pa- 
tients with multiple tumors. Five of 
these formed a special group, pre- 
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viously treated with arsenic or 
x-rays, with a total of 114 tumors. 
None of these patients had signs of re- 
currence at the check ups. 


Comment 


From a cosmetic point of view, the 
cicatrices following curettage of basal 
cell carcinomas as the only treatment 
are more satisfactory than those re- 
sulting from any other method of 
treatment. In some cases, hyper- 
trophic cicatrices develop, often as a 
central keloid line. They will all be- 
come smooth in one or two years, and 
no shrinking of the cicatrices has 
been seen. Generally, a certain depig- 
mentation cannot be avoided. Treat- 
ment of basal cell carcinomas solely 
with curettage is the treatment of 
choice in selected cases. Deciding on 
the indication is a matter of opinion 
but, as a rule, tumors that are not too 
deep on the face and tumors found in 
the special group of patients who de- 
velop multiple basal cell carcinomas 
after treatment with arsenic and ra- 
diation, should be included. 

Curettage of recurrent tumors in 
x-ray-treated cicatrices will be justi- 
fied only exceptionally, although the 
rate of recurrence in our study was 
only 33%, as against 58% in a study 
reported by Menn et al.? In such cases, 
excision or chemosurgery according 
to Moh’s method, as emphasized by 
Menn et al, would be the treatment 
of choice. 

The dermatologist treating basal 
cell carcinomas must be fully familiar 
with the technique of curettage. 


nd right, 23 months later. 





However, one will quickly learn to 
evaluate the depth of a tumor. By 
means of the curette, it can be decided 
whether a tumor has clearly demar- 
cated borders or whether diffuse 
changes are present, as seen in pa- 
tients with severe actinic lesions of 
the skin. Furthermore, it is well 
known from other methods of treat- 
ment that personal interest and expe- 
rience influence the results to a large 
extent. In this connection a report by 
Williamson and Jackson? should be 
mentioned. These authors found, in 
the same ward, percentages of recur- 
rence varying from 2.6% to 10.8% in 
patients treated with curettage com- 
bined with electrodesiccation by vari- 
ous dermatologists. The rate of cure 
for this method of treatment may 
even exceed 99% when it is practised 
as a specialty, as by Freeman and 
Knox.* 

It is impossible to predict the per- 
centage of recurrence when curettage 
is applied in selected cases only. On 
the basis of the experience gained, 
and after a critical review of the pre- 
sent series of a nonselected group of 
patients, it can be said that some 
tumors were not suited for treatment 
with curettage only. In the tumors in 
cases, 4, 6, 13, 18, and 24, the primary 
treatment gave rise to suspicion of 
downgrowth into the deep layers of 
the skin to such an extent that today 
the treatment would have been sup- 
plemented by x-ray therapy or elec- 
trodesiccation. Similarly, tumors in 
cases 5, 7, and 17 must be considered 
to be less suited for curettage, being 
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located in x-ray cicatrices. Finally, 
the tumor in case 25 should have 
been treated with plastic surgery 
because of its size and location in the 
preauricular region with outgrowth 
to tragus. The rate of recurrence after 
treatment solely with curettage 
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might be slightly higher than after 
other methods of treatment, but this 
treatment is extremely satisfactory 
from a cosmetic point of view, which 
is most important for the often fairly 
young patients with basal cell carci- 
nomas on the face. Also, one must 


bear in mind that, normally, it is easy 
to treat a recurrence in a curettage 
cicatrix. 

The present series will be checked 
over the coming years, thereby allow- 
ing the elucidation of more problems. 
It is known, for example, that a large 
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number of recurrences after x-ray 
therapy occur very late and it is a 
question of whether some of these late 
recurrences are x-ray-induced tumors 
occurring in the precancerous lesions 
which x-ray cicatrices actually are. 
For instance, Kvorning? found that 
35% of the recurrences after x-ray 
therapy occurred after follow-up 
periods of from six to 15 years. In 
another series of patients treated 
with a considerably softer x-ray 
quality, Bjerre Hansen and Scharling 
Jensen® found that 12% of the recur- 
rences appeared after the sixth year. 

Based upon the experience gained 
during the present study, practically 
all basal cell carcinomas are now 
treated with curettage without biop- 
sies being carried out before hand. If 


1. Reymann F: Treatment of basal cell carci- 
noma of the skin with curettage. Arch Dermatol 
103:623-627, 1971. 

2. Menn H, et al: The recurrent basal cell epi- 
thelioma, Arch Dermatol 103:628-631 , 1971. 

8. Williamson GS, Jackson R: Treatment of 


the tumor appears to be deeper than 
expected, the treatment is immedi- 
ately supplemented by x-ray therapy 
or electrodesiccation. Most of the tis- 
sue removed by curetzage is exam- 
ined histologically, and in this way 
the histologist is in a better position 
to evaluate the downgrowth of the 
tumor and the degree of malignancy. 
A punch biopsy will often result in 
deep loss of tissue and during subse- 
quent curettage of this area, it will be 
difficult to avoid injuring the basal 


layers of the epidermis and corium, . 


resulting in formation of deep scars. 
If the clinical diagnosis is not con- 
firmed by the histolagic examination, 
the treatment can 5e supplemented 
by excision, x-ray, etc, at the first 
check up one week after curettage. 
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Self-Assessment Test First Mailing.—The first mailing to all those who have 
signed up for the American Academy of Dermatology Self Assessment Test is scheduled 


for Nov 21, 1973. We will continue to receive applications for this examination up to 
Oct 21, 1973. Those whose applications are received after Oct 21, 1973, will not receive 
the test in this first mailing. 
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Pilomatrixoma (Calcifying Epithelioma) 


A Statistical Study 


Friedrich W. Moehlenbeck, MD, Detroit 


Cases of pilomatrixoma (1,569), includ- 
ing 170 of our own.cases, were analyzed. 
The incidence in dermatohistopathologic 
material is 1:824. For every three tumors in 
female patients, two are found in male pa- 
tients. Forty percent of the pilomatrixomas 
arise before the age of 10, and more than 
60% in the first two decades. Localization 
in decreasing frequency occurs in these 
areas: head, upper extremity, neck, trunk, 
and lower extremity. The incidence of mul- 
tiple tumors is 3.5%. A fifth case of familial 
occurrence is reported. 


T 1880, Malherbe and Chenantais! 
gave the name /’épithéliome calci- 
fié des glandes sébacées to a benign 
tumor, cases of which were reported 
before and since under different des- 
ignations. The most commonly used 
designation afterwards was "calcify- 
ing epithelioma of Malherbe.” Tur- 
han and Krainer as well as others 
noted the similarity of the tumor cells 
to cells of the hair matrix.2” More 
recently, electron microscopy and his- 
tochemical findings established defi- 
nite evidence for the derivation of 
this tumor from the hair matrix.*!? 
Forbis and Helwig® therefore pro- 
posed the name “pilomatrixoma.” A 
synopsis and analysis of all cases re- 
ported until 1956 was begun by 
Geiser” and continued by Hauss?? in 
1961. 
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Materials and Methods 


One hundred seventy of our own cases 
and 155 pilomatrixomas reported in the 
literature?192338 from 1961 through 1971, 
together with the collections of Geiser 
(385 cases)! and Hauss (859 cases), re- 
sult in a total number of 1,569 cases. Our 
own 170 tumors are part of 140,000 cases 
associated with various skin ‘diseas- 
es histologically evaluated between 1938 
and 1973. Of the latter cases, 2,100 (150 
out of every 10,000) serve as a control 
group. For evaluation of differences, the x? 
test with Yates correction (c) was used. 


Results 


Incidence.—In our own entire 
dermatohistopathologic material of 
140,000 cases, one pilomatrixoma for 
every 824 specimens was found. 

Sex and Age Distribution. — Ta- 
ble 1 shows the incidence of piloma- 
trixoma in both sexes. The ratio of the 
occurrence for female patients com- 
pared with male patients in the total 
material is nearly 3:2. In our own 
collection of pilomatrixomas, female 
patients outweigh male patients only 
slightly. Compared with our control 
group (1,003 males and 1,097 fe- 
males), the difference is not signifi- 
cant (xc? = 0.70, P < .5). 

Table 2 indicates the age of appear- 
ance for 104 of our own cases and nine 
reports from the literature dated 
1961 through 1971. Table 3 shows the 
age distribution for 687 cases for 
which the age of the time of biopsy 
was known. The average time be- 
tween appearance of the tumor and 
biopsy is 4.4 years. Figure illustrates 


the age distribution of pilomatrixo- 
mas. More than 40% of the tumors 
arise before the age of 10, and more 
than 60% appear before the third 
decade. The highest incidence is 
found between 8 and 18 years of age. 

Localization.— Table 4 gives the 
localization of the tumors. Head, up- 
per extremity, neck, trunk, and lower 
exiremity are affected with decreas- 
ing frequency. Localization in the 
upper extremity is greater than in 
the lower extremity in a ratio of 
about 3:1. No cases of pilomatrixoma 
were observed on palms or soles. 

Incidence of Multiple Occur- 
rence. — Geiser! and Hauss? report- 
ed 26 cases of multiple pilomatrixo- 
mas in 735 patients. Since the cases 
of Forbis ahd Helwig? were not evalu- 
ated by Hauss, another nine of 228 
cases have to be added. In 155 cases 
reported from 1961 through 1971, 
four more were found.1827:3436 Our 
own material includes six of 170 
cases. For multiple occurrence, an 
incidence of 3.5% can be deduced. 

Familial Cases.—Four cases of : 
familial occurrence of pilomatrixoma 
have been reported.**# A fifth obser- 
vation in our material shows verified 
pathologic diagnosis of pilomatrixo- 
ma in two sisters of ages 6 and 8, and 
the tumors located on lower leg and 
back, respectively. 

Race Distribution.— Forbis and 
Helwig? mention that of 217 cases, 
210 (97%) were found in whites, three 
(1%) in blacks, and four (2%) in 
Orientals. Our material includes 153 
cases where race was known; 149 
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(97.4%) were white, three (2%) were 
black, and one (0.6%) was Oriental. 
Tn our control group, the incidence of 
blacks was slightly higher (1,946 
white and 57 black patients). A com- 
parison of the race ratio for piloma- 
trixoma with the control group, how- 
ever, shows that this difference is not 
significant (xc? = 0.14, P < 0.8). 

Histopathologic Data. — Fifty- 
nine percent of the tumors in this 
study are intradermal or extend from 
the dermis into the subcutaneous fat 
tissue. In 34%, a decision from the 
histologic topology could not be made 
because the tumors have been re- 
moved without substantial amounts 
of surrounding fat or connective tis- 
sue. Only in 7% are the tumors total- 
ly surrounded with fat tissue. Living 
cells are present in 77% of the 170 
tumors; 2396 of the pilomatrixomas 
accordingly consist only of fully kera- 
tinized cells. Calcification was found 
by light microscopy in 6946. of the 
cases. The same percentage of calci- 
fied tumors was observed in those 68 
tumors that were excised within one 
year after appearance. Melanin in- 
side the tumor cells, identified by or- 
cein and Giemsa stain, was observed 
in 17%, hemosiderin in the stroma 
was found in 25%, and foreign-body 
type reaction occurred in 83%. 


Comment 


The relatively small number of pi- 
lomatrixomas seen by a single derma- 
tologist is usually quite insufficient 
for statistical evaluation. Even pool- 


-ing of our own cases and the cases of 


the literature yields only a moderate- 
ly large sample because many of the 
published cases are not sufficiently 
documented. However, an analysis 
seems worthwhile, for we have a fair- 
ly large collection of pilomatrixoma 
cases in this study. 

Ratios of tumor incidence in histo- 
pathologic material found in the 
literatures 51:12:29:4347 vary between 1: 
10,500 (Fuste)** and 1:316 (Hauss).” 
All these ratios are difficult to com- 
pare because the number of cases 
observed by each author is small and 
because it only partially refers to en- 


tire dermatohistopathologic material. | 


The observed incidence of 1:824 in 
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Table 1. —Sex Distribution 


„Malo bases Cases Female ee 


Author NCO % No k % 
Geiser"? 37.8 219 62.2 
Hauss!? 38.9 165 61.1 
Literature, 

1961-1971 
Present 
study 














45.0 ` 11 








44.1 95 








Table 2.—Age Distribution at Time of Appearance 


Literature, Present 
1961-1971 Study 


44 
21 
10 
10 


Age Range, yr 
0-10 
11-20 
21-30 
31-40 
41-50 
51-60 
61-70 
71-80 
Total 
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Literature, Present 
Age Range, yr Geiser"! Hauss'? 1961-1971 Study Total 


0-10 56 29 5 42 132 
11-20 73 40 il 41 165 
21-30 45 41 4 19 109 
31-40 1 17 82 
41-50 i 15 71 
51-60 2 61 

3 
1 
0 
8 












































61-70 12 
71-80 

81-90 

Total 2 


























Table 4.—Localization 


Literature, Present 
1961-1971 Study 












Localization Geiser!! Hauss? Total % 

Head 445 39.6 
Extremities 125 196 42 60 423 37.6 
Neck 56 54 10 18 138 12.3 
Trunk 43 48 14 13 118 


Total 1,124 











































100.0 
















Upper extremity 251 76.5 
Lower extremity 28 26 4 19 77 23.5 
Total 328 100.0 
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o—— Appearance 
e=- =o Biopsy 





O 20 40 60 80 


Age distribution of pilomatrixoma. 


100 Age, Yrs 


this study indicates that in the differ- 
ential diagnosis of skin tumors pi- 
lomatrixoma should be considered a 
distinct possibility. 

Concerning the sex distribution, it 
is striking that in our material the 
preponderance of female patients 
compared with male patients is not as 
accentuated as that seen by Geiser or 
Hauss. 

The estimate about the age of ap- 
pearance of pilomatrixoma until now 
was based on the evaluation of the 
age distribution at the time of the 
biopsy of the tumors. The present 
study shows that pilomatrixoma ap- 
pears earlier in life than was indicat- 
ed in the literature. The available 
material is too small for a subdivision 
according to sex at age of onset. For 
the age at the time of biopsy, it is in- 
dicated that the tumor is removed 
earlier in women that in men. A deci- 
sion cannot be made whether that is 
‘due to earlier appearance of the tu- 
mor or less delay between onset and 
removal. The estimated incidence for 
multiple pilomatrixomas may be 
higher than the observed 3.5% inci- 
dence because further tumors may 
have been overlooked or not exam- 
ined histologically. Considering the 
extreme rarity of cases, familial oc- 
currence should be evaluated as an 
accidental event. 

Although this investigation is too 
small for a final decision, the findings 
seem to indicate that a special racial 
disposition for pilomatrixoma does 
not exist. The process of calcification 
must begin very early in the life his- 
tory of pilomatrixoma, since no differ- 
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ence is found between the incidence of 
calcified tumors in the first year after 
appearance and the following years. 


This study was supported in part by the De- 
troit General Hospital Research Corporation. 
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Spindle Cell Nevi in Adults and Children 


Ralph J. Coskey, MD, Amir Mehregan, MD, Detroit 


Two hundred and two cases of spindle 
cell nevi were reviewed. Fifty-three of 
these cases occurred in adults. The lesions 
in children occurred primarily on the face 
and secondarily on the extremities; in 
adults, they occurred primarily on the ex- 
tremities and secondarily on the face. They 
were diagnosed clinically in 33 of 149 
childhood and adolescent cases and only 
in three of the 53 adult cases. They were 
most commonly mistaken clinically for 
nevus Cell nevi, melanomas, and histiocy- 
tomas in adults. Histologically, they are 
usually compound spindle cell nevi. They 
may appear first in childhood and persist 
into adulthood or may develop de novo 
later in life. 


pue juvenile melanomas occur 
primarily within the first two 
decades of life. They are known also 
to appear later in life. Therefore, this 
term may be misleading because it 
gives the impression that these are 
childhood tumors. Since these tumors 
are made up primarily of spindle cells 
and since they are not confined to the 
juvenile period of life, we believe as 
Helwig! did that they would be bet- 
ter referred to as spindle cell nevi. 

Recently, one of us saw a 30-year- 
old physician with a 4-mm, skin-col- 
ored nodule involving the helix of the 
ear. The lesion had been present for 
several months. The differential diag- 
nosis included intradermal nevus or 
basal cell epithelioma. The lesion was 
surgically excised. Histologic exami- 
nation revealed a spindle cell, com- 
pound nevus (benign juvenile mela- 
noma). 

This case prompted us to review a 
large series of cases with spindle cell 
nevi seen in a dermatopathology lab- 
oratory. We were particularly inter- 
ested in finding out how often these 
lesions occurred in adults and also if 
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there were any differences in clinical 
manifestations or pattern of distribu- 
tion in these two age groups. 


Clinical Findings 


Two hundred and two cases of spin- 
dle cell nevi were diagnosed among 
65,500 specimens received within a 
four-year period in a dermatopathol- 
ogy laboratory. The age distribution 
in this series is given in Table 1. Of 
these, 53 cases occurred in adults (18 
years and older) and 149 cases oc- 
curred in children and teenagers. 
There were 93 male patients and 109 
female patients. 

Distribution of the lesions in the 
two age groups is given in Table 2. 
While the face, head, and neck were 
the most common sites of the lesions 
in children, the lower extremities 
were the prominent locations in 
adults. 

Table 3 lists various clinical diag- 
noses given in the two series. The 
differential diagnosis of these tumors 
in children included juvenile mela- 
noma (spindle cell nevus), nevus cell 
nevus, juvenile xanthogranuloma, 
granuloma pyogenicum, histiocyto- 
ma, verruca, etc. The correct diagno- 
sis was considered in 33 of the cases 
in children and teen-agers, but in on- 
ly three of the adult cases. Thus, it ap- 
pears that the correct diagnosis is 
rarely made in adult cases. 

The adults ranged in age from 18 to 
81 years. There were 20 men and 33 
women. The lesions in adults had 
been present from one month to 36 
years. The tumors were described 
most commonly as being either flesh- 
colored, pigmented, or erythematous 
papules or nodules ranging in size 
from 3 mm to 20 mm. They were most 
often diagnosed clinically as being 
nevus cell nevi, histiocytomas, or 
melanomas. 

Histologic composition of these 
nevi in childhood and adults paral- 
leled in several aspects. These nevi 
were predominantly compound in 
both groups, showing both intrader- 


mal and junctional components. 
There were 121 cases of compound 
spindle cell nevus in the 17 and 
younger age group and 46 cases of 
compound spindle cell nevus in the 18 
and over age group. In one adult case, 
the lesions consisted only of junction- 
al nests of spindle-shaped nevus cells; 
there were five childhood cases of 
junction spindle cell nevus. In six in- 
stances, the lesions in adults were 
completely intradermal with no junc- 
tional activity; there were 23 cases of 
intradermal spindle cell nevus in the 
17 or younger age group. There was 
no correlation between the length of 
time a lesion was present and its his- 
tologic features. Thus, a tumor that 
had been present for 36 years in one 
of our cases was a compound, spindle 
cell nevus, while another that had 
been present one year was an intra- 
dermal spindle cell nevus. 


Comment 


The clinical appearance of a spindle 
cell nevus is most commonly that of 
a smooth-surfaced, pink, nonhairy, 
firm, raised, round-to-oval nodule.” 
However, it may also be macular, 
polypoid, or verrucous. In rare in- 
stances, these lesions may be multi- 
ple, especially in one area. When they 
do occur in a single group, they are 
referred to as multiple agminated 
juvenile melanomas.? 

Allen? reviewed 262 cases of spin- 
dle cell nevi and found that 1596 of 
these cases occurred in adolescents 
and adults. Clinically, he did not dif- 
ferentiate these tumors from those 
found in children. He stated that le- 
sions in adults may be histologically 
the same as those found in children, 
but usually showed evidence of invo- 
lutional fibrosis so that the cells in 
the dermis were more isolated from 
each other. These cells appeared to be 
more hyperchromatic, to have more 
prominent nucleoli, and to go deeper 
into the dermis than the cells of ju- 
venile melanomas in children. 

Loss of junctional activity and 
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transformation into intradermal nevi 
have been suggested as signs of re- 
gression.» However, we did not find 
that to be true in our cases. 
Echevarria and Ackerman? re- 
viewed 26 cases of spindle cell nevi in 
adults. The typical lesion in an adult 
was elevated, dome shaped, and 
somewhat pigmented on the face and 
extremities. It was usually smaller 
than 1.5 cm in diameter and was slow 
growing. These nevi either appeared 
for the first time in adult life or had 
been present since childhood. 
Histologically, most of their nevi 
were of the pure spindle cell type, but 
a few showed a mixture of spindle cell 
and epithelioid cell types. Echevarria 
and Ackerman also found greater 
amounts of pigment in adult lesions 
and also deep dermal as well as sub- 
cutaneous extension. 
` We did not find differences clinical- 
ly or histologically between spindle 
cell nevi in adults and children. All of 
our cases were of the spindle cell type. 
We feel that cells referred to as epi- 
theloid cells are probably spindle 
cells that have been cut in a different 
plane. In this series, compound nevi 
were the predominant histologic type 
both in children and in adults. 


Conclusion 
Spindle cell nevi occur in adulthood 
as evidenced by 2546 incidence in 
our series. These lesions in adulthood 
are most commonly mistaken for 
nevus cell nevi, histiocytomas, or 
melanomas. The spindle cell nevi in 


adults can occur anywhere on the 


body, but are predominantly located 
over the extremities and less com- 
monly on the face. They may appear 
de novo in adult life or may be present 
from childhood. They range in size 
from 2 to 20 mm in diameter and may 
vary in color from pink to tan to 
brown. They are most commonly com- 
pound spindle cell nevi and may be 
present for decades without resolving. 
Intradermal spindle cell nevi occur in 
both childhood and adulthood. There 
was no correlation between the dura- 
tion of the lesions and the histologic 
composition of junctional, compound, 
or purely intradermal types. 
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Male 
Patients 


Age at Time of 
Excision, yr 








Table 1.— Age Distribution of Spindle Cell Nevi 





Average Duration 
Present Before 
Excision, mo 


Female 


Patients Total 






































*This figure does not include a 36-year-old 


woman who had a lesion since birth. 


TThree cases in the 0-10 age group had lesions at birth and one case in the 11-20 age group had 


a lesion at birth. 


Table 2.— Distribution of Lesions When Stated 


Locations 
Face, head, neck 





Infancy to Age 18 


Age 18 and Older 
67 14 





Upper extremities 


31 


11 
Lower extremities 27 24 
15 4 


Trunk 





Total 


Diagnosis 





Table 3. — Differential Diagnosis of Spindle Cell Nevi When Stated* 





740 53 





No. of 
Children 


No. of 
Adults 





Juvenile melanoma 








Nevus cell nevus 








Juvenile xanthogranuloma 
Granuloma pyogenicum 
Histiocytoma 

Melanoma 

Verruca 











Scar 











Hemangioma 





Urticaria pigmentosa 











Other diagnoses— 
granuloma, sweat gland tumor, 
basal cell epithelioma, 
keratoacanthoma, blue nevus, 
neurofibroma 





*The data for this Table came from examinations of 147 children and 49 adults. 
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Epidemiology of Contact Dermatitis 
in North America: 1972 


Twelve hundred subjects in North Ameri- 
ca were patch tested identically with 16 
allergens. Thirteen dermatologists repre- 
senting ten separate centers participated 
in this epidemiologic study. The most 
common sensitizers observed include nick- 
el sulfate, potassium dichromate (VI), thi- 
merosal  (Merthiolate), p-phenylenedi- 
amine, ethylenediamine, neomycin sulfate, 
and turpentine oil. Results of this North 
American study are compared to those 
published by the International Contact 
Dermatitis Research Group. The data per- 
mits a more rational selection of antigens 
for efficient patch testing in North America. 
Anew list of 19 screening allergens recom- 
mended by the North American Contact 
Dermatitis Group has been published. 


Members of the North American 
Contact Dermatitis Group who parti- 
cipated in the study follow: 

Earl J. Rudner, MD, Detroit 

William E. Clendenning, MD, 
Hanover, NH 

Ernst Epstein, MD, San Francisco 

Alexander A. Fisher, MD, New 
York 

Otis F. Jillson, MD, Bangor, Me 

William P. Jordan, MD, Richmond, 
Va 

Norman Kanof, MD, New York 

Walter Larsen, MD, Portland, Ore 

Howard Maibach, MD, San Fran- 
cisco 

John C. Mitchell, MD, Vancouver, 
British Columbia, Canada 

Silas E. O'Quinn, New Orleans 

William F. Schorr, MD, Marshfield, 
Wis 

Marion B. Sulzberger, MD, San 
Francisco 





Accepted for publication June 12, 1973. 

Reprint requests to Department of Dermatolo- 
gy, Wayne State University School of Medicine, 
Gordon H. Scott Hall of Basic Medical Sciences, 
540 E Canfield Ave, Detroit 48201 (Earl J. Rud- 
ner, MD). 


Arch Dermatol/Vol 108, Oct 1973 


everal publications report the epi- 

demiology and incidence of con- 
tact sensitivity in specialized teach- 
ing centers.'? Unfortunately, neither 
standardization of techniques nor 
pooling of results in North America 
has previously been accomplished. 
Thirteen dermatologists, represent- 
ing 10 geographical areas, formed the 
North American Contact Dermatitis 
Group in 1970. Their activities were 
patterned after the International 
Contact Dermatitis Group, which has 
accumulated such data over the past 
several years.! Sixteen substances 
were included in the initial screening 
series. Twelve hundred subjects were 
tested in an identical manner. The 
results of this joint study are con- 
tained in this report. This informa- 
tion wil suggest an appropriate 
selection of antigens for efficient 
patch testing in North America. 


Materials and Methods 


Twelve hundred patients were tested 
from Jan 1, 1971, thru June 30, 1972. Pa- 
tients referred for study include those 
from both private and outpatient clinic 
sources. A commercial manufacturer 
(Trolabs, Denmark) prepared the sub- 
stances in a standard screening series tray 
previously agreed upon by the partici- 
pants (Table 1). Substances were supplied 
in disposable 5-ml polypropylene syringes 
and prepared in soft petrolatum with the 
exception of turpentine oil and formalde- 
hyde solution (formalin). A quantity of 
material sufficient to fill a 10-mm diame- 
ter, circular, cellulose patch was dis- 
pensed. Patches were premounted on an 
aluminum-backed strip (Imeco Astra 
Agency Co, Stockholm). Patch test strips 
were applied to the subjects in vertical 
rows and affixed with 2-inch wide occlu- 
sive tape. All patch test sites were marked 
with a fluorescent ink. This ink does not 
wash off easily and is easily visible under 


a Wood examining light. Patches were 
removed at the end of 48 hours and record- 
ed at 48, 72, or 96 hours or all three. The 
recording designations of the Internation- 
al Contact Dermatitis Group were adopt- 
ed. Observations were recorded on a 
standardized protocol. 


Results 


The results of individual centers 
are listed in Table 2. Most subjects 
tested in Portland, Ore; Hanover, 
NH; Bangor, Me; Marshfield, Wis; 
and Vancouver, British Columbia, 
Canada were referred by private 
practice sources. A total of 79 black 
women, 64 black men, 612 white 
women, and 445 white men were test- 
ed. Results from the other centers 
represent patients referred from pri- 
vate and outpatient clinics. The dif- 
ferences in total subjects tested at 
each center preclude comparative 
frequency distribution calculations. 
Table 1 summarizes the pooled re- 
sults of the ten North American cit- 
les. 

There were no important differ- 
ences in the prevalence rate of 
suspected cases between blacks and 
whites during the 18-month test peri- 
od. The overall incidence of positive 
patch test reactivity in whites was 
73% whereas in blacks it was 67%. 

The clinical importance of a posi- 
tive patch test reaction is often 
subjective and depends upon the in- 
terpretation ascribed by the examin- 
ing physician. The importance of re- 
active tests are correlated with perti- 
nent clinical history. All subjects in 
this study were suspected to have 
some type of contact sensitivity. 
Whether the positive reactivity to the 
individual allergen shown was clini- 
cally important in each individual 
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; Em vides some interesting comparisons. 

Table 1. — North American Contact Dermatitis Group Patch Test x ; 8 "E í 
Results from Ten Cities Racial differences are not included in 
— - the international study. Nine sub- 

Total Positive Reactions " 
stances tested by the International 
i Total Research Group were not included in 
Back white Men M the North American study. 


Substances Women Men Women Men Women  Reactivity* 


Nickel sulfate, 2.5% 89 22 131 11 
Potassium dichromate, 0.5% 37 47 91 
Neomycin sulfate, 20% 36 25 71 
Ethylenediamine, 1% 45 32 85 
Benzocaine, 5% 31 22 54 
Thimerosal, 0.1% 53 30 91 
Ammoniated mercury, 1% 51 65 
Wool wax alcohol, 30% 22 37 
Paraben mixture, 15% 15 38 
Dibucaine hydrochloride, 1% 16 32 
Cyclomethycaine sulfate, 1% 12 23 
Formalin, 2% aqueous 22 43 
p-phenylenediamine, 1% 55 98 
Mercaptobenzothiazole, 2% 22 58 
Thiram, 2% 28 50 
Turpentine oil, 1% aqueous 41 73 
Total No. of patients tested 79 64 612 

(%) (55) (45) (58) 


*Total reactions divided by total subjects tested. 














Comment 


- 
B 
o 





The 11% incidence of nickel sulfate 
sensitivity in North America is due to 
the large number of female patients 
sensitized to nickel contained in jew- 
elry and agrees with other reports.'? 
Several North American observers 
did not include cases of obvious ear- 
lobe nickel dermatitis in their screen- 
ing tests. 

Potassium dichromate (VI) sensi- 
tivity is mainly seen in male patients 
secondary to occupational exposure; 
however, women in this North Ameri- 
can study accounted for nearly 50% 
of dichromate (VI)-reactive cases 
compared to 33% reported by the 
International Group. 

Neomycin sulfate sensitivity was 
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case, was not answered in this study. enediamine, neomycin sulfate, and higher in North America. Over-the- 

The seven most common sensitizers turpentine oil. The International counter availability of neomycin is 
encountered in the present study Research Group did not include thi- supposedly greater in Europe than 
include nickel sulfate, potassium merosal or ethylenediamine in its ini- the United States. Topical medica- 
dichromate (VI), thimerosal (Merthi- tial report.* A comparison of the two ments containing neomycin are re- 
olate) p-phenylenediamine, ethyl- studies is listed in Table 3 and pro- sponsible for this high reaction rate. 
















Table 2.— North American Contact Dermatitis Group 








Bangor, Me Detroit Hanover, NH Marshfield, Wis New Orleans New York 











Substances BF BM WF WM BF BM WF WM BF BM WF WM BF BM WF WM BF BM WF WM BF BM WF WI 
Nickel sulfate, 2.5% Lue as 4 4 o 0 2 D iz cae US D ame 9. S 0.2. 3 s - 0 D. cw 
Potassium dichromate, tee Sie. 2 4 0 0 0 A usu @ ara AL B. xu. wu 1 2 0 1 0 2 0 0 3 

0.596 


















































Neomycin sulfate, 20% 3 1:80 1D 0 0 4 0 5 2 0 1 0 1 0 0 1 

Ethylenediamine, 196 3 3 0-0 O 0 11 6 3 3 0 0 0 2 0 0 1 

Benzocaine, 5% 4 1 0 0 0 0 3 1 3 3 Q0. Q 0 2 0 0 2 g 

Thimerosal, 0.1% 4 1 O 0O O0 0 ll 6 4 4 0 1 1 2 0 1 0 

Ammoniated mercury, 1% 5 0.0 0 0 0 5. 2 4 4 00 0 2 0 0 4 

Wool wax alcohol, 30% 1 i B 9 2 0 4 2 3 1 0 1 O ... 0 O 2 

Paraben mixture, 15% 1 2 BD D 0 0 l $ 2 4 0 8 0 1 0o 0 1 

Dibucaine hydrochloride, 0 1 0 O0 0 0 4 3 3 3 0 0 9 0 1 Q 0 
196 

Cyclomethycaine sulfate, 0 0.0 0 0 0 2 2 4 3 1 0 D 0 0 0 0 
196 

Formalin, 2 2 2 0 0 0 2 1 2 0 1 0 2 1 0 0 3 
2% aqueous 

p-phenylenediamine, sew cae A 2 0 © OO ex». 2. OB aue d E XY Qo oc -2 2 
196 

Mercaptobenzothiazole, ice MA s RN 1 0 90 2 O ase wax 2 d waa ous 1 4 0 0 0 3 0 0 0 
296 

Thiram, 2% TINTE 1 1 0 O0 O0 O eee ss n 2 Y. noA. 0.0 0 1 1 © 0 1 

Turpentine, 1% aqueous ... ... 5 3 0 p 2 Ü. vum ou? 5 2 ose peo 8 4 0 1 1 1 0 9 1 

Total No. of patients 
tested 117 80 spe sae 67 62 5 7 © 6 6 1 24 ] 


*BF is black female; BM, black male; WF, white female; WM, white male. 
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l Table 3.—Comparison of Positive Reactions : 


North American Contact 


International 
Contact Dermatitis 















































p-phenylenediamine 196 97 8.0 


196 





Mercaptobenzothiazole 296 58 5.0 





Thiram 296 50 4.0 





Dermatitis Group* Research Group 
MM MM M—— M —— Iual aalallltlt$l$$laaiaaallÞ$lt$Þi{ŘÂŮŘ 
Total 926 926 
Substances Concentration BF BM WF M&F Reactivity Concentrationt Reactivity 
Nickel sulfate 2.5% 14 6 89 131 11.0 5% 6.7 
Potassium dichromate 0.5% 4 3 37 91 8.0 0.5% 6.6 
Neomycin sulfate 20% 6 4 36 71 6.0 20% 3.7 
Ethylenediamine 196 6 2 85 7.0 NI ike 
Benzocaine 5% 0 i 54 5.0 596 4.0 
Thimerosal 0.1% 4 4. 91 8.0 NI 
Ammoniated mercury 1% 0 1 65 5.0 NI- 
Wool wax alcohol 30% 0 i 37 3.0 30% 
Paraben mixture 15% 0 0 38 3.0 1596 
Dibucaine hydrochoride 1% 1 i 32 3.0 NI 
Cyclomethycaine sulfate 1% 1 1 23 2.0 NI 
«en Formalin, aqueous 296 7 1 43 4.0 

2 5 

3 4 

8 2. 

2 2 


Turpentine, aqueous 196 73 6.0 





No. of patients tested 


dl 
oo 
e 
A 





*BF is black female patient; BM, black male patient; WF, white female patient; WM, white male patient; M & F, male and female patients. 


tNI means not included. 


Patch tests read at the end of five and 
seven days demonstrate delayed reac- 
tions.* 

Thimerosal sensitivity has in- 
creased in North America. Epstein et 
al reported 13.4% reactivity in their 


series.? The 1846 incidence of positive 
patch tests to thimerosal in 432 nor- 
mal, Swedish subjects without skin 
disease suggests important, false- 
positive reactivity." Thimerosal is not 
used as a tincture or preservative so 
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BF BM WF WM BF BM | WF WM BF BM WF WM BF BM WF WM 
1 2 14 2 10 1 7 2 T 1 7 1 27 3 
0 10 12 3 1 4 6 6 7 
0 1 10 9 5 1 5 I 1 1 1 7 7 4 
0 Q 6 5 6 2 4 3 0 0 11 4 6 6 
407 1 9 7 0 0 0 0 LR LAS 1 1 9 4 
0 0 18 9 4 0 7 3 0 2 4 2 6 2 
0 o 12 6 i [t] 3 3 0 0 3 2 5 3 
0 0 4 6 0 0 2 d 0 0 1 2 3 3 
Q (9) 3 4 0 Q Q Q 0 0 Q 1 Z 5 
0 0 3 1 0 1 1 0 i 1 .1 4 5 
0 0 4 3 0 1 0 0 2 
0 0 4 1 3 1 3 2 1 2 2 
0 0 13 4 1 4 3 0 0 0 2 5 16 7 
0 0 8 4 3 4 0 2 o 9 3 6 7 
0 0 7 2 8 0 0 0 0 1 1 14 5 
v^ : 
1 


Arch Dermatol/Vol 108, Oct 1973 


extensively in Sweden as it is in the 
United States. Thimerosal (sodium 
ethylmercurithiosalicylate) © hyper- 
sensitivity reactions are primarily 
due to the thiosalicylic acid radical.® 
Thiopental sodium is the sensitizing 
component within the acid radical’; 
approximately 40% of the patients so 
sensitized are also allergic to mercu- 
ry. Prior thimerosal applications are 
considered important sensitizers in 
the delayed tuberculin-type reactions 
following parenteral extract injec- 
tions containing thimerosal preserva- 
tive.1? 

The 8% incidence of p-phenylene- 
diamine sensitivity and its prepon- 
derance in female patients in the 
North American study differed from 
that in the international group study. 
Proprietary hair dyes, which are 
readily available in North America, 
are important sensitizers. Baer et al! 
consider highly important the dou- 
bling of the incidence of p-phenylene- 
diamine in the western world over 
the past 25 years. The persistence of 
an established, strong, hypersensitive 
reaction to p-phenylenediamine is 
well known. 

Sensitivity to the two rubber ingre- 
dients, thiram (tetramethylthiuram 
disulfide) and mercaptobenzthiazole 
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in North America was twice that ob- 
served by the international group. A 
prolonged, close cutaneous sensitiza- 
tion from rubber undergarments may 
account for the higher incidence of 
reactivity in the North America 
group. 

Sensitivity to 40% formaldehyde 
solution is water was equal in both 
studies. The North American Contact 
Dermatitis Group had initially con- 
sidered using a 5% concentration, but 
a previous report"? indicated this to 
be an irritant. The increasing indus- 
trial use of formaldehyde solutions 
containing resins will undoubtedly be 
associated with more cases of contact 
dermatitis. 

Ethylenediamine, a stablizer, and 
the paraben preservatives in various 
topical medications and cosmetics 
account for the incidence of sensitiza- 
tion observed. The 15% paraben mix- 
ture containing 5% each of the meth- 


1. Baer RL, et al: Changing patterns of sensi- 
tivity tocommon contact allergens. Arch Derma- 
tol 89:3-8, 1964. 

2. Epstein E, Rees WJ, Maibach HI: Recent 
experience with routine patch test screening. 
Arch Dermatol 98:18-22, 1968. 

3. Marcussen PV: Variations in the incidence 
of contact hypersensitivities. Trans St Johns 
Hosp Dermatol Soc 48:40-48, 1962. 

4. Fregert S, et al: Epidemiology of contact 
dermatitis. Trans St Johns Hosp Dermatol Soc 
55:17-35, 1969. 

5. Wilkinson DS, et al: Terminology of contact 
dermatitis. Acta Derm Venereol 50:287, 1970. 

6. Epstein E: Detection of neomycin sensitivi- 


yl, ethyl, and propyl esters of p-hy- 
droxybenzoic acid was recommended 
by the international group. This con- 
centration definitely enhances the 
detection of paraben-sensitive sub- 
jects. Cross reactivity of the parabens 
with other p-amino compounds and 
ethylenediamine with chemically 
related antihistaminic derivatives 
has recently been reviewed.!'*!* Der- 
matitis from applied medicaments 
accounted for one third of all cases of 
proven allergic contact dermatitis in 
a specialized European study.'^ 

Wool wax alcohol has recently been 
stressed by Epstein'® as the active 
sensitizer in lanolin dermatitis. The 
reliability of the 30% wool wax alco- 
hol prepared in petrolatum has been 
confirmed by the International Con- 
tact Dermatitis Research Group. 

The 5% concentration of turpentine 
oil used by the international group 
was considered a definite irritation to 
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patients in the North American 
study. The 6% incidence of a 1% 
aqueous turpentine test concentra- 
tion in this study appears high and 
may likewise represent an irritant 
concentration. The cases observed 
suggest a rural distribution pattern 
in the North American centers. 

This data provides a rational basis 
for selecting antigens for office or 
hospital screening series in North 
America. Even the lowest prevalence 
rate of 2% in this series is high 
enough to justify an antigen’s inclu- 
sion in a screening tray. As knowl- 
edge of more efficient patch testing 
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and new additions to the chemical 
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screening series will require frequent 
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TEST YOUR KNOWLEDGE 


Question. — Chronic vitamin A intoxication in adults may be manifested as any of 
the following except: (a) increased cerebrospinal fluid pressure with papilledema, 
(b) hepatomegaly and cirrhosis, (c) pruritus with dry desquammation of the skin, 
(d) arthralgias and bone pain, or (e) marked proteinuria and the nephrotic syndrome. 
(For answer, see page 553.) 
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Erythema responses in Caucasians and 
light-, medium-, and dark-complexioned 
American Negroes were compared. Mini- 
mal erythema dose (MED) in various skin 
shades was correlated with melanosome 


size, quantity, density, and distribution. No ` 


minimal erythema response was found to 
be typical of Negro skin, but a spectrum of 
responses was found, depending upon the 
degree of pigmentation. Dark Negro skin 
had an MED 33 times that of the Caucasian, 
contained the greatest density of pigment, 
and had the largest melanosomes, all sin- 
gly dispersed. Caucasian skin contained 
the smallest quantity of pigment and the 
smallest melanosomes, most of which were 


: contained within melanosome complexes. 


Measurements for the light- and medium- 
complexioned Negroes were intermediate. 
The determining factor as to whether mel- 
anosomes are individually dispersed or 
are taken into complexes is size-depen- 
dent. The upper size limit for melanosomes 
found within complexes in this study was 
about 0.354. 


he quantity of ultraviolet light 
(UV) required to produce mini- 
mum perceptible erythema in the 
Negro has been reported as eight! and 
ten? times that of the Caucasian. This 
might be attributed to decreased pen- 
etrance of UV through Negro skin? 
Decreased UV penetrance may be 
explained by the greater number of 
large, more densely pigmented mel- 
anosomes that are dispersed in Ne- 
gro skin rather than aggregated into 
the melanosome complexes charac- 
teristic of Caucasian skin.*" Melano- 
somes in Negro skin also are degrad- 
ed less by lysosomes resulting in 
higher concentrations of light-ab- 
sorbing bodies within the stratum 
corneum.” . 
Negroes, however, are not a homo- 
geneous race, particularly where 
mixing of racial populations is preva- 
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lent. Therefore, interracial as well as 
intraracial differences in erythema 
responsiveness. and  melanosomal 
characteristics might be anticipated. 
The purpose of this study was to cor- 
relate the ultraviolet responsiveness 
of Caucasian skin and various shades 
of Negro skin with melanosome size, 
quantity, density, and distribution. 


Materials and Methods 


The minimal erythema dose (MED), the 
smallest quantity of radiation required to 
produce a barely perceptible erythema, 
was determined on unexposed sacral skin 
of two medium-complexioned Caucasians, 
two light-complexioned Negroes, two me- 
dium-complexioned Negroes and two 
dark-complexioned Negroes. The light 
source employed was a high-pressure, low- 
voltage, air-cooled, mercury vapor arc. 
The intensity for the spectral region 3,130 
to 1,850 Angstroms on contact with the 
front window is approximately 70,000 
microwatts sq cm. Specimens were ob- 
tained from buttock skin not exposed to 
light in one dark-complexioned, one 
medium-complexioned, and one light-com- 
plexioned Negro and one Caucasian. 
Tissues for electron microscopy were fixed 
in cold 6.25% glutaraldehyde followed by 
1% osmium tetroxide. Specimens were em- 
bedded in epoxy resin, cut with a ultrami- 
crotome, and stained with uranyl acetate. 

Melanosome Measurement. — Inten- 
tionally excluded from measurement were 
melanosomes that were apparently frag- 
mented, in horizontal or oblique sections, 
or were small in size. Only large, intact 
melanosomes that appeared to be in the 
longitudinal axis were measured. One 
hundred such melanosomes were meas- 
ured from each subject. The figures in the 
Table are the averages of these measure- 
ments. No statistical analysis other than 
average was attempted because of the se- 
lect sample involved. 

Specimens for light microscopy were 
fixed in formaldehyde solution (formalin) 
inaroutine manner. The Fontana-Masson 
stain for melanin was employed. All speci- 
mens were incubated simultaneously for 
one hour at 56 C. 


Results 


The MED'S varied over a wide 
range and were directly proportional 
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Fig 1.—Left, Caucasian. Right, Skin biopsy 
specimen of unexposed buttock (Fontana-Mas- 
son, x 40). 










Fig 2.—Left, Light-complex- 
ioned Negro. Right, Skin biop- 
sy specimen of unexposed but- 
tock (Fontana-Masson, x 40). 





Fig 3.—Left, Medium-complexioned Negro. 
Right, Skin biopsy specimen of unexposed but- 
tock (Fontana-Masson, x 40). 


Fig 4.—Left, Dark-complexioned Negro. 
Right, Skin biopsy specimen of unexposed but- 
tock. (Fontana-Masson, x 40). 
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Fig 5.—Dermoepidermal junction of medium- 
complexioned Caucasian. Pigment is contained 
within melanosome complexes (mc). Individual 
melanosomes (m) are also present (original 
magnification x 39,300). 


a 





© 
(xt 


E 
Fig 8.— Basal cell of dark-complexioned Ne- 


gro. All melanosomes are individually dispersed 
(original magnification x 39,300). 


to the degree of cutaneous pigmenta- 
tion (Table). The average MED of the 
dark-complexioned Negroes was 33 
times greater than that of the Cauca- 
sians, nine times greater than that of 
the light-complexioned Negroes, and 
5.5 times greater than that of the 
medium-complexioned Negroes. 
Pigment density as seen by micro- 
scopy parallels the shade of skin seen 
in the clinical photographs. The total 
concentration can be easily estimated 
from the light micrographs (Fig 1 to 
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Fig 6.— Basal cell of light-complexioned Ne- 
gro. Large individual melanosomes (m) and 
smaller aggregated melanosomes within melan- 
osome complexes (mc) arè present (original 
magnification x 39,300). 


4). Relative concentration of pigment 
can also be determined by electron 
microscopy, but it requires observing 
a large number of micrographs due to 
the small sample size and variability 
of quantity of pigment observed in 
single electron micrographs taken 
from thin sections. 

Melanosome size is directly propor- 
tional to the intensity of cutaneous 
pigmentation (Fig 5 to 8). Melano- 
somes of the more darkly pigmented 
subjects are larger, wider, and dens- 
er. Typical, fully developed, single 
melanosomes in the dark-complex- 
ioned Negro average 0.694 x 0.28u 
compared to 0.404x0.17 in the 
Caucasian. Melanosome measure- 
ments for the medium- and light- 
complexioned Negro are intermedi- 
ate. 

The presence or absence of melano- 
some complexes is inversely propor- 
tional to the size of individual melan- 
osomes. Small melanosomes are like- 
ly to be found within complexes, 
while only rarely are melanosomes 
larger than 0.35y found within com- 
plexes. The vast majority are much 
smaller. No complexes at all are 
found in the dark-complexioned Ne- 
gro, who possesses the largest melan- 
osomes. In contrast, most of the pig- 
ment in the Caucasian, who possesses 
the smallest melanosomes, is con- 





Fig 7.— Basal cell of medium-complexioned 
Negro. Melanosomes are individually dispersed. 
Melanosome complexes (mc) are also found 
(original magnification x 39,300). 


tained within complexes. Intermedi- 
ate numbers of melanosome complex- 
es are present in the Negroes with 
intermediate coloration. Melanosome 
complexes, therefore, like melano- 
some size, vary markedly with com- 
plexion type. 


Comment 


Previous reports indicate that Ne- 
gro melanosomes are individually 
dispersed, whereas Caucasian melan- 
osomes are mainly aggregated into 
melanosome complexes. Negro 
melanosomes have also been reported 
to be longer, wider, and denser than 
Caucasian melanosomes.** 

This study shows that with increas- 
ing skin color, the size of melano- 
somes, the proportion of singly dis- 
persed melanosomes, and the MED 
all increase. These parameters are 
similar in Caucasians and light- 
skinned Negroes, but differ consider- 
ably from dark-skinned Negroes. 

Small melanosomes have been 
shown to aggregate into membrane- 
bound lysomomal complexes whereas 
large melanosomes remain individ- 
ually dispersed. Toda et al reported 
that in Caucasoids treated with psor- 
alens and long-wave UV, melano- 
somes were larger and individually 
dispersed compared with control skin, 
which contained smaller melano- 
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Ultraviolet Responsiveness Related to Complexion and Melanosome Characteristics 





























somes, mostly contained within com- 
plexes. Wolff and Konrad; using 
polystyrene latex beads, conclusively 
showed complexing to be a factor of 
size, since large beads (0.8yu x 0.44) 
were always ingested singly whereas 
small ones (0.14 x 0.054) were taken 
up in membrane-bound complexes. 
Wolff et al* found melanosomes of 
average size (0.54 X0.24) isolated 
from B-16 mouse melanoma to be 
taken into complexes by guinea pig 
keratinocytes, while larger melano- 
somes (average size, 1.5u XO0.9y4) 
remained singly dispersed. 

In this study, the largest melano- 
somes normally found in complexes 
were about 0.354 in diameter. Al- 
though occasional slightly larger 
ones were found, the vast majority 
were much smaller. Larger melano- 
somes were always singly dispersed, 
whether in the Caucasian or Negroes. 
Thus, the formation of complexes is 
not entirely a racial characteristic, 
but is a size-dependent phenomenon. 

The degree of pigmentation seen in 
the light micrographs clearly corre- 
lates with clinical photographs (Fig 1 
to 4). It is of interest that in all speci- 
mens, including the dark-complex- 
ioned Negro, the pigment is over- 
whelmingly within the basal layer. 
Lysosomal activity as well as melan- 
in is also predominantly within the 
basal layer.” The relative absence of 
pigment more superficially is likely 
due to lysosomal degradation. Both 
melanosome complexes??!9!? and in- 
dividually melanosomes are mem- 
brane-bound and stain positively, 
with hydrolytic enzymes.” Concen- 
tration of other exogenous material 
such as ferritin'? and thorium dioxide 
(Thorotrast)'" within the same mem- 
brane-bound bodies further indicate 
the lysosomal nature of both individ- 
ual and complexed melanosomes. By 
electron microscopy, few melano- 
somes are found within Caucasian 
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Size of 
Mistery of Single Frequency of 
Subjects, 2 each Paimti Sunburn MED, sec Melanosomes, pu Complexes 
Caucasian ^c 2,3 0.41 x 0.17 Most pigment in complexes 
Light-complexioned Negro +, + 75, 10 0.43 x 0.18 Much pigment in complexes 
Medium-complexioned Negro Slight, — 15, 15 0.53 x 0.27 Only occasional complexes found 
Dark-complexioned Negro == 65, 100 0.69 x 0.28 None in complexes 


stratum corneum. In the dark-com- 
plexioned Negro, melanosomes are 
found readily within the stratum cor- 
neum,’ although in relatively small 
concentrations compared to the basal 
layer. The relative absence of intact 
melanosomes within the stratum 
corneum does not prove that the 
chemical compound melanin is also 
degraded but this seems likely since 
simple dispersion of pigment would 
be expected to result in a deeply pig- 
mented stratum spinosum and cor- 
neum in individuals with substantial 
basal layer pigment. 

The greater resistance of progres- 
sively darker skin to the effects of UV 
radiation is probably due to the pres- 
ence of a greater number of larger, 
more deeply pigmented, more efficient 
light-absorbing, individually  dis- 
persed, melanosomes which are less 
degraded by lysosomal enzymes. The 
melanosome complexes, characteris- 
tic of light-complexioned individuals, 





might even augment UV damage. 
Lysosomal (ie, melanosome complex) 
rupture by UV may contribute to the 
pathology of sunburn.!*!^ Johnson et 
al! have shown that in lightly pig- 
mented subjects, cells containing the 
greatest quantities of pigment are 
most heavily damaged by UV expo- 
sure. Since most acid hydrolase activ- 
ity in these individuals is associated 
with melanosome complexes, little 
activity being found elsewhere in the 
cell, it is likely that cells containing 
the largest quantities of these struc- 
tures also contain the largest quanti- 
ties of acid hydrolases and thus may 
be most susceptible to enzyme dam- 
age. 

If UV damage is mediated by free 
radicals, then the presence of dis- 
persed melanin would be another 
cellular advantage, since following 
UV irradiation, a greater number of 
free radicals is measurable in white 
as compared to pigmented skin.'7 
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A Simple and Accurate 
Diagnostic Method 
in Chromoblastomycosis 


Nardo Zaias, MD, Gerbert Rebell, MS, Miami Beach, Fla 


Diagnostic black dots on the surface of 
the lesions of chromoblastomycosis are 
the preferred areas from which one may 
visualize, by direct light microscopy, the 
classic, spherical, fungal elements of the 
causal organism. These elements often are 
called “Medlar bodies" or "copper pen- 
nies." 

The black dots represent upward epider- 
mal migration of products of the inflamma- 
tory response plus hemorrhage as a result 
of host-parasite response in the dermis. 
They are formed from microabscesses in 
the dermis, which lead to the surface of the 
skin. Rounded fungal forms are seen in or 
near the “black dots," while hyphal fungal 
forms are seen inthe adjacent, chronologi- 
cally older horny layer. 


hromoblastomycosis, a fungous 
disease, results in long-term, 
indolent, locally spreading infections, 
which continue for many years. It is 
produced by members of the Dematia- 
ceous fungi when they enter the sub- 
cutaneous tissues and skin. Clini- 
cians involved in making a diagnosis 
of chromoblastomycosis agree that it 
is easy to suspect lesions and to con- 
firm these suspicions by skin biopsy 
or mycologic culture. 
The material presented details a 
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simple, accurate method to diagnose 
chromoblastomycosis by direct mi- 
croscopic examination of black dots 
from the surface of lesions where 
characteristic causal organisms of 
chromoblastomycosis are seen. Black 
dots are also seen in other diseases, 
such as North and South American 
blastomycosis, sporotrichosis, bro- 
moderma, verruca, squamous cell 
carcinoma, leishmaniasis, and cuta- 
neous tuberculosis. 

In general, chromoblastomycosis is 
characterized by verrucous nodules 
and annular plaques. The lesions 
grow slowly; pruritus and pain are 
temporary symptoms. The surface 
may be covered by profuse horny tis- 
sue, which has a whitish-gray color 
(Fig 1). Lesions that are rubbed or 
handled are purplish-red and have a 
smoother, horn-free surface. The tis- 
sue is friable and bleeds profusely 
after injury. 

The two types of lesions follow: (1) 
exuberant, verrucous, nodules (Fig 1) 
and (2) flattened, annular plaques 
with active borders and atrophic cen- 
ters (Fig 2). Scrapings for direct mi- 
croscopic examination or biopsy spec- 
imens of the exuberant, verrucous 
lesions will yield a higher percentage 
of positives of "copper pennies" com- 
pared to the annular flat lesions in 
which the spherical bodies are seldom 
seen. 

These “chromo bodies" can be easi- 
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Fig 1.—Chromoblastomycosis by F pedrosoi, 
ten years’ duration. Exuberant nodule, crusted 
type, showing characteristic black dots. Visual- 
ization of Medlar bodies from potassium 
hydroxide-dimethyl sulfoxide preparation of 
black dots. 





Fig 3.—Black dot incompletely cleared (one 
minute) showing red (clotted blood) foci em- 
bedded in horny layer (potassium hydroxide- 
dimethyl sulfoxide, x 100). 


Fig 5.—Gray-white scale from patient in Fig 1 
showing hyphae germinated from once spheri- 
cal Medlar body or copper penny (arrow). Note 
cleared keratinocyte (double arrow) (potassium 
hydroxide-dimethyl sulfoxide, original magnifi- 
cation x 450). 





ly distinguished from the black dots 
that are found on the surface of either 
type of lesion (Fig 1 and 2). 


Patients 


Twenty-one patients with chromo- 
blastomycosis caused by Fonsecai 
pedrosoi, F compactum, and Clado- 
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Fig 2.—Chromoblastomycosis atrophic 
plaque-like, four years’ duration. Recovery of 
causal organism is sometimes difficult. Note 
scarcity of black dots. Visualization of Medlar 
bodies from potassium hydroxide-dimethyl sulf- 
oxide preparation of black dots. 





Fig 4.— Black dot showing spherical fungous 
Medlar bodies near clotted blood (x 450). 


sporium  carriónii constitute the 
patient material for this study. 


Materials and Methods 


Direct Microscopic Examination of 
the Black Dot.— Black dots from lesions 
were placed on a microscope slide and to it 
a drop of dimethyl sulfoxide-potassium 
hydroxide solution was added as a clearing 
agent.' It became immediately obvious 
with low-power microscopy that the black 
dot was a hemorrhagic focus (Fig 3) simi- 
lar to the red color of clotted blood. 


Results 


The layered pattern of the old blood 
suggests that it reached the surface of 
the skin in waves. Brownish, spheri- 
cally rounded bodies described by 
Medlar? can be seen two minutes af- 
ter potassium  hydroxide-dimethyl 
sulfoxide clearing of the blood clot 
(Fig 4). 

It is important that only "black 
dots" and not dark red ones be re- 
moved because 100% of the black 
ones contain copper pennies, while 
the red ones are composed of an early 
microhemorrhage and will yield sub- 
stantially fewer positive results. 


Comment 


The black dots on the surface of the 
epidermis represent the contents of 
the inflammatory response plus hem- 
orrhage; the organisms that once 
were in the dermis have migrated in 
a focal microabscess through the epi- 
dermis to be incorporated and sand- 
wiched into the abnormal stratum 
corneum. With time, host influences 
decrease, and the surfaced microab- 
scess containing the fungus spherical 
structures begins to sprout filaments 
(Fig 5). These forms are seen in gross- 
ly keratotic horn and not in the black 
dots. 

In the annular- and atrophic- 
plaque form of chromoblastomycosis, 
it is particularly difficult to see the 
Medlar bodies on histologic sections. 
It is also difficult to culture the causal 
organism. However, if a black dot is 
present, visualization of the fungi is 
possible. 

Although black dots are not diag- 
nostic for chromoblastomycosis, they 
represent the preferred area for vis- 
ualization and culturing of the causal 
agent. 
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Everyone knows. 
dexamethasone 1s 
a weak steroid. 


Right? 





Wrong. 


And we can prove it. 


Aeroseb-D '. as effective as 
fluocinolone acetonide in seborrheic 
dermatitis. 


Study #1 suggests in a special double blind clinical trial, 
that Aeroseb-D is as effective as fluocinolone acetonide in the 
treatment of seborrheic dermatitis. 

Nineteen adult males with seborrheic dermatitis of the scalp, 
rated moderate to severe, were randomly divided into two groups. 
One was treated with Aeroseb-D and the other with fluocinolone 
acetonide 0.01% solution. The subjects were treated once daily 
for twenty-four days, then evaluated independently three separate 
times at four-day intervals following the end of treatment. 

The clinical investigator concluded that “both agents were 
effective. It was not possible to distinguish between them.” (1) 


Aeroseb-D...as effective as 
fluocinolone acetonide in dandruff. 


Study #2 suggests that, in a double blind clinical trial, 
Aeroseb-D is as effective as fluocinolone acetonide in controlling 
severe scaling in dandruff. 

Twenty-four subjects with severe dandruff were divided 
randomly into two groups, one treated daily with Aeroseb-D and 
the other treated daily with fluocinolone acetonide 0.01%. Each 
subject was examined weekly for scaling, inflammation, oiliness, 
manageability and itching. The clinician evaluating these symptoms 
was unaware of what treatment was being used on each patient. 
Following the completion of once daily treatment for four weeks, 
the subjects were examined weekly for another three weeks to 
measure the rate of recurrence. The investigator concluded that... 
“Both preparations are effective in the treatment of dandruff. 
Differences between the two groups (of treated subjects) are minor 
and should not effect overall usage of either preparation.” (2) 


Aeroseb-D...as effective as fluocinolone 
acetonide in a vasoconstrictor assay. 


Study #3 demonstrates that dexamethasone applied in the 
. Aeroseb-D dosage form produces vasoconstriction equal to or 
greater than fluocinolone acetonide in a 0.01% commercially 
available solution. 

Relative absorption of topically applied steroids can be 
assayed using vasoconstriction as the index of comparison. (3) 
Previous studies have shown topical fluocinolone acetonide to 
have much greater vasoconstriction activity than topical 
dexamethasone. (4) However, when an equal therapeutic dose* of 
fluocinolone acetonide .01% solution in propylene glycol and 
dexamethasone alcohol (Aeroseb-D — dexamethasone) in an 
alcohol-based aerosol system were compared for vasoconstrictor 
activity the Aeroseb-D dexamethasone system produced an equal 
or slightly greater vasoconstrictor effect. (5, 6) 


“Equal doses are Aeroseb-D = 0.01cc. Fluocinolone acetonide solution = 0.01cc 
judged by the investigator to be therapeutically equivalent 
in a practical clinical situation 
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Subjects 


Aeroseb-D 


The versatile steroid spray. 


E The first fluorinated steroid in the proven Aeroseb aerosol system. 

Bi Dual use design; with applicator tube for steroid-responsive dermatoses 
of the scalp, without applicator tube for treating dermatoses on other 
areas of the body. 

Wi Delivers effective fluorinated steroid medication directly to the site 
of inflammation. 

Bi Cosmetically superior...won't coat, muss or mat the hair. 


ll Designed to deliver more treatments per gram than other aerosol sprays. 


For the Scalp: 


Aeroseb's unique applicator tube 
gets the steroid to the site of inflammation 
without disturbing the hair. 


For Other Body Areas: 


Without the applicator tube (simply 
pull it out) Aeroseb-D is effective in 
treating other dermatoses. Because 
Aeroseb-D possesses a lower pressure 
than other steroid sprays, less is wasted 
by the patient. 





Aeroseb-D (dexamethasone) topical aerosol spray 





DESCRIPTION: Each aerosol contains 15 Gm.* 90 Gm. 
dexamethasone RA —————— BÁO OQ DE 1.66 mg. 10 mg. 
alcotiol (41.996 by weighil)..........-.:.. 4*0 eene ena ano unas aane s orae nu cerea nra nere nnno nua 6.28 Gm. 37.7 Gm. 





with: isopropy! myristate and propellant (dichlorotetrafluoroethane). 

Each 1 second of spray dispenses approximately 0.023 mg. of dexamethasone. 
*Sample size only — not available for sale. 

INDICATIONS For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindicated in viral diseases of the skin such as varicella 
and vaccinia. 

Topical steroids are contraindicated in those patients with a history of hypersensitivity to any of the 
components of the preparation. 

This preparation is not for ophthalmic use. 

Topical steroids should not be used when circulation is markedly impaired. 

WARNINGS USAGE IN PREGNANCY: Although topical steroids have not been reported to have an 
adverse effect on the fetus, the safety of their use in pregnant females has not absolutely been 
established. Therefore, they should not be used extensively on pregnant patients, or in large amounts, or 
for prolonged periods of time 

PRECAUTIONS | irritation develops, the product should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be 
instituted. If a favorable response does not occur promptly, the corticosteroid should be discontinued 

until the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is used, the possibility exists of increased 
systemic absorption of the corticosteroid and suitable precautions should be taken. 

When used about the face, the eyes should be covered and inhalation of the spray should be avoided. 
This medication contains alcohol. It may produce irritation or burning sensations in open lesions. 
ADVERSE REACTIONS The following local adverse reactions have been reported with topical ico- 
steroids, either with or without occlusive dressings: burning sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin atrophy. striae, hypertrichosis, acneform eruption and 
hypopigmentation. z 
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1) G. S. Herbert Laboratories Report Series No. 7, 1973 (report available on written request). 
2) G. S. Herbert Laboratories Report Series No. 6, 1973 (report available on written request). 


3) McKenzie, AW. and Stoughton. R.B. Method for Comparing Percutaneous Absorption of 
Steroids. Arch. Derm. 86: 608-610, 1962. 4 


4) McKenzie, AW. Percutaneous Absorption of Steroids. Arch. Derm. 86: 611-614, 1962. 
.. 5) US. Patent «3.730.182. wed i 
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Hydrates 
ga dry itchy skin... 
- for all-over 
bodycare 
Kerř Lotion 
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Case Reports 


Focal Dermal Hypoplasia 


A Nine-Year Follow-Up Study 


Sheldon K. Gottlieb, MD; Benjamin K. Fisher, MD, FRCP; 


George A. Violin, MD, Boston 


The only patient known to have unilateral 
anophthalmia as part of the syndrome of 
focal dermal hypoplasia (Goltz syndrome) 
was reexamined dermatologically after a 
lapse of nearly nine years. In addition to 
the more severe anetoderma, depigmenta- 
tion, and nail dystrophy, the patient had 
developed perioral wart-like lesions. Other 
new findings included malformed teeth with 
hypoplastic enamel, mental retardation, 
and possible urinary abnormality. 

A review of the literature disclosed two 
more cases of apparent focal dermal hypo- 
plasia; these were previously reported as 
other entities. Contrary to earlier thought, 
the condition may be found in males. 


| ec dermal hypoplasia (Goltz 
syndrome, congenital cutis hypo- 
plasia) is a rare congenital mesoecto- 
dermal disorder characterized by lin- 
ear depressed lesions in conjunction 
with herniations of yellowish-brown 
(fat) nodules, hyperpigmentation, 
hypopigmentation, wart-like excres- 
cences, and variable bone, eye, tooth, 
hair, and nail abnormalities. A nine- 
year follow-up study was done on a 
patient with focal dermal hypoplasia 
and unilateral anophthalmia. 
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Report of a Case 


A 9-year-old black girl with focal dermal 
hypoplasia syndrome was reevaluated for 
new physical abnormalities. At the age of 
7 months, the patient was presented be- 
fore a 1964 meeting of the New England 
Dermatologic Society! to demonstrate her 
multiple congenital abnormalities. The 
mother's first child was normal. After a 
42-week gestation, the patient was born 
on May 5, 1963, and weighed 2.9 kg. Her 
mother admitted having had viral pneu- 
monia and numerous "bleeding" episodes 
during the second month of pregnancy. 

At birth, the patient had left anophthal- 
mia (Fig 1). Multiple areas of anetoderma 
and depigmentation were noted on the 
face, scalp, buttocks, legs, and thighs (Fig 
1 and 3). Fingernails were dystrophic. The 
right foot had a lobster-claw deformity 
with syndactyly of the fourth and fifth toes 
(Fig 5), and her left hip was dislocated. 
Because of failure to thrive, the patient 
remained in the hospital for one month. 

Complete blood cell counts, urinalysis, 
electrocardiogram, and karyotype were 
normal. A biopsy specimen of a thigh 
lesion showed hypoplasia of the dermis 
(Fig 6). 

At 1 year of age, her lobster-claw de- 
formity was surgically improved. Two at- 
tempts at cosmetic repair of her anoph- 
thalmia at ages 2 and 3 were unsuccessful. 

Examination of the patient in April 
1972 (nearly nine years later) revealed 
increased severity of the cutaneous lesions 
described at birth (Fig 2 and 4). In addi- 
tion, there were wart-like lesions around 
the mouth (Fig 2 and 7) and malformation 
of the teeth with enamel hypoplasia (Fig 
7). The left hemiatrophy of the tongue re- 
ported in 1964 was not apparent. X-ray 
films showed pelvic deformity with gener- 
alized osteoporosis and some degree of 
coxa valga, and dorsolumbar scoliosis. An 


intravenous pyelogram showed persistent 
visualization of a slightly dilated right 
ureter suggesting reflux. A Merrill-Palm- 
er Scale study indicated mental retarda- 
tion. 


Comment 


While dermal hypoplasia (mesoder- 
mal defect) is a constant finding in 
all reported cases of focal dermal 
hypoplasia, other common cutaneous 
findings include hyperpigmentation 
and hypopigmentation (ectodermal 
defects) and telangiectasia and angio- 
fibromata (mesodermal defects), the 
latter usually appearing as wart-like 
lesions at the oral and anal orifices. 
Nail dystrophy, hair thinning, and 
focal alopecia are also occasional 
findings. 

Nearly all cutaneous, skeletal, ocu- 
lar, dental, and soft-tissue defects 
associated with focal dermal hypopla- 
sia have been summarized by Goltz et 
al.” The most common ocular abnor- 
malities include colobomas, strabis- 
mus, and microphthalmia. Teeth of- 
ten demonstrate dysplasia, agenesis, 
enamel hypoplasia, and microdontia. 
Oral abnormalities include papillo- 
mas and high-arched palate. 

The more common skeletal (meso- 
dermal) defects include syndactyly, 
clinodactyly, scoliosis, and polydac- 
tyly. It is interesting to note that 
nearly all cases in the literature 
demonstrated skeletal defects in ad- 
dition to the cutaneous abnormali- 
ties. This suggests that Goltz syn- 
drome primarily consists of bone and 
skin abnormalities and that the de- 
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Fig 2.—Wart-like lesions around mouth, at 
age 9, in addition to anetoderma, hypopigmen- 
tation, and left anophthalmia present since 
birth. 









t v 4 a 


Fig 1.—Multiple areas of anetoderma and 
hypopigmentation of face and scalp with left 
anophthalmia at birth. 


Fig 5.—Lobster-claw deformity of right foot 
with syndactyly of fourth and fifth toes at birth. 





Fig 6.—Hypoplasia of dermis with fat in close 
proximity to epidermis. Biopsy performed at 
age 6 months (hematoxylin-eosin, original mag- 
nification x 100). 


Fig 4. — Multiple areas of anetoderma, hyper- 
pigmentation, and hypopigmentation of poste- 
rior thighs and knees at age 9. 


fects of hair, teeth, nails, and eyes are 
inconstant features. Cases reported 
without bone changes could be formes 
frustes of this condition. 

Although the literature includes a 
male patient as far back as 1928, fo- 
cal dermal hypoplasia until recently 
was considered incompatible with 
survival in the male fetus. A case 
originally reported by Ferrara et al? 
as Bloom syndrome in a male patient 
has been reclassified by Ferrara? as 
Goltz syndrome. According to the 
same publication, Goltz has seen two 
other cases of the syndrome in male 
patients. A genetic pattern for the 
disease has not been determined, but 
it appears to be an x-linked dominant 
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Fig 3.—Multiple areas of anetoderma and 
hypopigmentation of buttocks, legs, and thighs 
at birth. 





n 


Fig 7.— Wart-like lesions around mouth, and 
malformation of teeth with enamel hypoplasia 
at age 9. 


type with usual lethality in male pa- 
tients. Kistenmacher et al? in 1970 
described an affected male patient 
and raised the question of "Durch- 
brenner of Hodorn" (the occasional 
survival of a lethal). 

In addition to the above case, two 
more cases of apparent focal dermal 
hypoplasia have been reported as 
other entities since Goltz review of 
the syndrome in 1970.? As pointed out 
by Lever, a case reported by Baden 
and Rex,® as a "new entity of linear 
ichthyosis and skeletal abnormali- 
ties," more likely was focal dermal 
hypoplasia because of the association 
of syndactyly, ocular defects, and lin- 
ear erythematous lesions. Unfortu- 
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nately, the skin biopsy specimen was 
not taken from an area of anetoder- 
ma. Deeken and Caplan’ recognized 
features of focal dermal hypoplasia in 
one of 15 patients reported as having 
aplasia cutis congenita; they pointed 
out that the two conditions may be 
part of a disease spectrum differing 
only in degree. A more recent case 
involving a female infant was pre- 
sented at the May 1972 meeting of 
the Canadian Dermatological Asso- 
ciation in Montreal. These cases 
would bring the total number of 
known cases of focal dermal hypopla- 
sia to at least 52. 

Our nine-year follow-up case report 


records the following additional find- 
ings: perioral wart-like lesions, mal- 
formed teeth with hypoplastic enam- 
el, mental retardation, and possible 
urinary tract abnormality. Previous- 
ly noted skin and nail abnormalities 
have increased in severity. Further 
cosmetic repair of the unilateral an- 
ophthalmia of our patient is intended. 
She remains the only patient with 
focal dermal hypoplasia and unilater- 
al anophthalmia. 


The Westwood Pharmaceutical Company as- 
sumed the cost of reproduction of the color photo- 
graphs. 
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Answer.—e; Although mild proteinuria and peripheral edema have been observed, 
nephrotoxicity and the nephrotic syndrome have not been reported. All of the other 
symptoms and signs have been observed with considerable frequency. 

Muenter MD, Perry HO, Ludwig J: Chronic vitamin A intoxication in adults: 
Hepatic, neurologic, and dermatologic complications. Am J Med 50:129-136, 1971. 
(For question, see page 540.) 
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Epidermolysis Bullosa Dystrophica 
et Albo-Papuloidea 


Report of a Case and Histochemical Study 


Yoichiro Sasai, MD; Nobuya Saito, MD; Makoto Seiji, MD, Sendai, Japan 


A 26-year-old Japanese woman had epi- 


dermolysis bullosa dystrophica et albo- 


papuloidea. The eruptions consisted of 
nodules, blisters on the extremities, and 
ivory-white, firm papules, about 5 mm in 
diameter, on the trunk. Like those of her 
father and paternal uncles, all of the pa- 
tient’s nails were dystrophic. Urinalysis 
revealed an increased excretion of degrad- 
ed chondroitin sulfates. Histologic exami- 
nation of biopsy specimens obtained from 
the nodules and blisters showed separation 
at the dermoepidermal junctional zone; in 
specimens from albo-papuloid lesions, the 
papillary and subpapillary layers were 
slightly homogeneous. Histochemical ex- 
amination of these lesions revealed an in- 
creased amount of degraded chondroitin 
sulfates in the papillary and subpapillary 
layers. These results suggest some distur- 
bance in catabolism of acid mucopolysac- 
charides in the lesions of epidermolysis 
hullosa dystrophica et alho-papuloidea. 


rare hereditary disease, epider- 
molysis bullosa, shows an ex- 
traordinary tendency toward blister 
formation after slight trauma. Clini- 
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cally, it is classified as follows:*? (1) 
epidermolysis bullosa simplex; (2) 


epidermolysis bullosa letalis; (3) epi-. 


dermolysis bullosa dystrophica, re- 
cessive polydysplastic form, and dom- 
inant hyperplastic form. 

Epidermolysis bullosa dystrophica 
et albo-papuloidea is regarded as a 
variant of the dominant hyperplastic 
form and is characterized by the de- 
velopment of small, firm, ivory-white 
papules. Numerous histologic ob- 
servations?’ suggest that the 
dominant hyperplastic form is inter- 
mediate between epidermolysis bullo- 
sa simplex and the recessive polydys- 
plastic form. The present report de- 
scribes the clinical and histochemical 
findings in a case of epidermolysis 
bullosa dystrophica et albo-papulo- 
idea. As far as we know, no histo- 
chemical studies on the tissue 
changes in this variant have been 
reported. 


Report of a Case 


A 26-year-old Japanese woman was first 
seen in our clinic on March 19, 1971, for 
nodule and blister eruptions on the lower 
extremities and for a nail deformity that 
had developed shortly after ber birth. The 
blisters often appeared after trauma, and 
some of them left scars after healing. 
There was no history of blistering in the 


mucous membrane. About 15 years before, 
the patient had noticed ivory-white pap- 
ules on her trunk and her shoulders that 
had developed spontaneously, without 
blister formation, and had gradually in- 
creased in number. At the age of 23, she 
noticed verrucous nodules that were some- 
times accompanied by an itching sensa- 
tion in the areas of blistering, especially 
on her legs. 

There was no history of intermarriage 
in the patient’s family. Except for the nail 
deformity noted above, no abnormalities, 
including blistering and white papules, 
were noted in any other member of her 
family. : 

Physical examination revealed blisters, 
verrucous erythematous nodules, and 
atrophic scars on her arms and legs, espe- 
cially on the anterior aspect (Fig 1). The 
blisters, 2 to 4 cm in diameter, were rela- 
tively tense, and some were filled with 
blood. The erythematous verrucous nod- 
ules with lamellar scales or brownish 
crusts were similar to those of prurigo 
nodularis (Fig 2). All of her fingernails 
and toenails were yellowish and dystroph- 
ic. In addition, ivory-white papules were 
observed on the shoulders, upper arms, 
and trunk, especially on the lumbosacral 
region (Fig 3). About 5 mm in diameter, 
they were firm and round, slightly elevat- 
ed, and mostly nonfollicular. In the mu- 
cosa of the lips, some white patches were 
irregularly outlined. Both the hair and 
teeth appeared normal, and the Nikolsky 
sign was positive. The rest of the physical 
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Fig 1.—Erythematous verrucous nodules, 
blisters, and atrophic scars are present on legs. 





Fig 3. — lvory-white, firm papules, about 5 mm 
in diameter, are present on lumbosacral region. 


Fig 5.—Specimen from ivory-white papule 
shows slight homogeneity in upper dermis 
—"  (hematoxylin-eosin, original magnification 

x 100). 
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Fig 2. —AII toenails are dystrophic. 





S opos e dh. UR 


Fig 4. — Specimen from blistered lesion shows 
separation at dermo-epidermal junctional zone 


(hematoxylin-eosin, 
x 100). 


original magnification 


Fig 6.—In papillary and subpapillary layers of 
the albo-papuloid lesion, elastic fibers are de- 
creased and run parallel to the surface of the 
skin (Weigert resorcin fuchsin, original magnifi- 
cation x 100). 


examination was within normal limits. 

Laboratory studies disclosed that the 
following values were all within normal 
limits: red blood cell count, white blood 
cell count, hemogram, serum electrolytes, 
lipids, alkaline phosphatase, lactic dehy- 
drogenase, serum glutamic oxaloacetic 
transaminase, glutamic pyruvic transami- 
nase, prothrombin time, platelet count, 
lupus erythematosus test, serologic test 
for syphilis, and sedimentation rate. Re- 
sults of urinary evaluation of uroporphy- 
rins and porphobilinogens was negative. 
Serum protein electrophoresis revealed 
total proteins of 7.8 gm/100 ml. Serum 
albumin was 60.2 gm/100ml; o,-globulin, 
4.9%; «,-globulin, 9.2%; B-globulin, 10.4%; 
and y-globulin, 15.3%. Serum mucoprotein 
was 3.1 mg/100 ml. Urinary excretion of 
acid mucopolysaccharides was within 
normal limits in the total amount (patient, 
0.398 mg/day/kg; normal control, 0.39 to 
0.48 mg). However, degraded chondroitin 
sulfates in the patient’s urine were about 
double those in the normal control 
(patient, 0.058 mg/day/kg; normal control, 
0.030 to 0.036 mg).? Urinary analysis 
showed amino acids, 17-ketosteroids, and 
17-hydroxycorticosteroids to be within 
normal limits. No abnormality was found 
in chromosome analysis of peripheral 
blood. 


Histology and Histochemistry 


Biopsy specimens were taken from 
a papule on the back and a nodule 
and blister on the leg. Each specimen 
was cut into two portions, one of 
which was frozen in isopentane at 
—70 C and cut in the cryostat; the 
other was fixed in 4% neutral formal- 
dehyde solution or 4% formaldehyde 
solution containing 0.5% cetylpyri- 
dinium chloride, paraffin-embedded, 
and cut. Staining was done with he- 
matoxylin-eosin, van Gieson picro- 
fuchsin, Masson trichrome, Weigert 
resorcin fuchsin, Wilder reticulum, 
Luxol fast blue, PAS, two-step PAS § 
peracetic acid-aldehyde fuchsin, and 
alcian blue.!^!! Two-step PAS, PAS, 
and alcian blue stains were controlled 
by being treated with diastase, strep- 
tomyces or testicular hyaluronidase, 
chondroitinase ABC, or sialidase.'” 

Specimens from the blister showed 
the epidermis to be moderately thin 
and flat (Fig 4). The basal cell layer 
was normal, though somewhat flat- 
tened on the blister roof. Separation 
was found at the dermoepidermal 
junctional zone. The PAS-positive 
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and silver-impregnated basement 
membrane was thin and poorly de- 
fined even in unseparated skin; at the 
blister edge, it was divided into two 
sheets. In the papillary and subpapil- 
lary layers of the dermis, there was a 
striking decrease of Luxol fast blue- 
positive collagen, an absence of elas- 
tic fibers, and a decrease in oxytalan 
fibers. No abnormality was found 
with picrofuchsin and trichrome 
stains. The papillary and subpapil- 
lary layers stained pale red diffusely 
after the PAS procedure. The stain- 
ing was resistant to either enzyme 
used here. When sections were 
treated with the two-step PAS pro- 
cedure, the papillary and subpapil- 
lary layers stained intensely and 
showed an affinity for alcian blue, 
which was not affected by treatment 
with streptomyces hyaluronidase, or 
sialidase. However, with testicular 
hyaluronidase treatment, the affinity 
diminished and was completely abol- 
ished by chondroitinase ABC treat- 
ment. When the alcian blue solution 
was buffered at pH 5.8, the affinity 
was markedly reduced by 0.2 M of 
magnesium chloride and suppressed 
at 0.3 M in both the nonfixed frozen 
and formaldehyde  solution-fixed, 
paraffin-embedded sections. 

Histological and histochemical 
findings in specimens from the ery- 
thematous verrucous nodule were 
similar to those in blisters, except for 
mild hyperkeratosis, acanthosis, and 
vascular granulation in the upper 
dermis. 

Specimens from the ivory-white 
papules revealed a slight hyperkera- 
tosis and focal follicular plugging of 
the epidermis. The epidermis was 
slightly thin, but not flattened (Fig 5). 
No dermoepidermal separation was 
found. The basement membrane was 
not well-outlined with the PAS or sil- 
ver impregnation method. In the 
dermis, the papillary and subpapil- 
lary layers were slightly’ homogene- 
ous, but no abnormality was found 
with any connective tissue stain used 
here. There were less elastic and oxy- 
talan fibers in the papillary and sub- 
papillary layers than elsewhere; they 
were fine and ran parallel to the sur- 
face of the skin (Fig 6). With the PAS 


:.' procedure, the papillary and subpap- ` 
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illary layers stained diffusely. The 
staining was not affected by any en- 
zyme used here. These layers showed 
a strong affinity for alcian blue, espe- 
cially in the interfibrous areas, which 
was completely abolished by treat- 
ment with testicular hyaluronidase 
or chondroitinase ABC. However, it 
was resistant to streptomyces hyalu- 
ronidase or sialidase. At pH 5.8, the 
affinity for alcian blue was slightly 
reduced by 0.2 M of magnesium chlo- 
ride and markedly by 0.3 M in the 
formaldehyde solution-fixed, paraffin- 
embedded sections; however, it did 
not completely disappear, even at 1.2 
M. In the nonfixed, frozen sections, 
the affinity was noticeably reduced at 
0.15 M and completely disappeared at 


0.2 M. The results after the two-step - 


PAS procedure were similar to those 
in the staining with the alcian blue 
solution buffered at pH 5.8. 


Comment 


In addition to the formation of the. 


mechanical blisters, the special fea- 
ture of epidermolysis bullosa dystro- 
phica et albo-papuloidea is the devel- 
opment of small, firm, ivory-white 
papules, which slowly enlarge to a 
diameter of about 10 mm. These pap- 
ules are independent of the blister 
formation and are most numerous on 
the trunk, particularly in the lumbo- 
sacral region. The other features of 
this disease are compatible with 
those of the dominant hyperplastic 
form of epidermolysis bullosa dystro- 
phica. All clinical findings on the pa- 
tient described appear to be in accord 
with that criterion. 

On the pathogenesis of epidermo- 
lysis bullosa, many hypotheses have 
been proposed, but none is entirely 
convincing. Engman and Mook" and 
Leoni thought that an inadequate 
development of elastic fibers in the 
upper dermis played an important 
role. Other investigators?/!5 suggested 
that the absence of elastic fibers in 
the upper dermis is not the primary 
but the secondary feature, and their 
absence results from their destruc- 
tion during the process of €he disease. 
Langhof'® and others!" attributed 
blister formation to the disturbance 


`. of mucopolysaccharide metabolism in 
the dermis. Using the electron micro-. 


scope, Pearson!? found that blisters in 
the dystrophic form occurred as a 
result of the disintegration of colla- 
gen in the upper dermis. Similar 
opinions have been advanced by 
others?$29?? and have received some 
support from recent observations of 
collagenase.?? On the other hand, the 
nature of the albo-papuloid eruptions 
in the dominant hyperplastic form is 
still obscure. Leinbrock?* and Ishika- 
wa and Yaoita?^ attributed them to 
the disturbance of acid mucopolysac- 
charide metabolism. 

Histological and  histochemical 
examination of biopsy specimens 
from our patient showed essentially 
the same findings in all of the lesions, 
ie, a decrease in Luxol fast blue-posi- 
tive collagen and in elastic and oxyta- 
lan fibers and an increased affinity for 
alcian blue in the upper dermis. In 
general, acid mucopolysaccharides 
have a strong affinity for basic dyes. 
Each acid group responsible to the 
affinity is characterized by its own 
PK value. At high pH values, how- 
ever, the carboxyl, phosphate, and 
sulfate groups are all ionized. When 
basic dyes are buffered at a low pH, 
tissue polycations, ie, proteins, are 
ionized and interact with the anionic 
sites of the substrate; thus, a com- 
plete binding with the dye cations is 
prevented. On the other hand, all 
polyanions are precipitated by qua- . 
ternary ammonium salts of alcian 
blue, and the: water-insoluble com- 
plexes thus formed become soluble in 
the presence of electrolytes when 
their concentration is not below a cer- 
tain critical level. According to a 
model experiment," hyaluronic acid 
shows an affinity for alcian blue in 
the presence of magnesium chloride 
at 0.1 M, sialic and nucleic acids at 
0.2 M, chondroitin sulfate B and he- 
paritin sulfate at 0.6 M, chondroitin 
sulfates A and C at 0.7 M, and hepa- 
rin at 0.9 M. The pattern of the criti- 
cal electrolyte concentration of each 
acid mucopolysaccharide in nonfixed 
tissue sections is similar to that in 
the model experiment, although the 
former is about 30% higher than the 


latter.!! Moreover, the elution of acid 


mucopolysaccharides from tissue sec- 


‘tions at each critical electrolyte con- 
centration is prevented by the fixa- 
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tion procedure of the sections." 
Therefore, the strong affinity for al- 
cian blue in the upper dermis may be 
interpreted as relating to an in- 
creased amount of hyaluronic acid. 
However, the affinity was not affected 
by treatment with streptomyces hy- 
aluronidase, although it was com- 
pletely abolished by treatment with 
testicular hyaluronidase or chondro- 
itinase ABC. Streptomyces hyaluron- 
idase purified from the culture me- 
dium of Streptomyces hyaluronicus 
organisms degrades only hyaluronic 
acid,? and chondroitinase ABC from 
the extract of Proteus vulgaris adapt- 
ed to chondroitin sulfate C degrades 
chondroitin sulfates A, B and C, chon- 
droitin, and hyaluronic acid.” These 
enzymes can be applied to tissue sec- 
tions for the identification of acid 
mucopolysaccharides.? Thus, the 
results mentioned: indicate an in- 
crease in the amount of degraded 
chondroitin sulfates and seem to be in 
accord with the results of the urinary 
examination. Furthermore, the fact 
that there is some difference in the 
affinity for alcian blue between the 
nonfixed and the fixed sections of the 
albo-papuloid lesion seems to suggest 
that in that lesion most of the acid 
mucopolysaccharides occur as cova- 
lent complexes with protein, whereas 
in the blisters and prurigo-like le- 
sions, they are free. 

Many modifications of the standard 
methods for demonstrating collagen 
in tissue sections have been de- 
scribed. Constantine and Mowry” 
compared these methods and found 
that Luxol fast blue did not stain 
immature fine collagen fiber. In our 
patient, there was a decrease of Luxol 
fast blue-positive collagen in the up- 
per dermis of the albo-papuloid and 
blistered lesions, but no abnormality 
was found in the other connective tis- 
sue stains. Recently, Lazarus? indi- 
cated that cultures of normal-appear- 
ing skin in epidermolysis bullosa dys- 
trophica do not produce increased 
amounts of collagenase, whereas skin 
from blistering lesions produces in- 
creased amounts of collagenase in 
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culture. Moreover, the present exami- 
nation showed a normal excretion of 
urinary amino acids, although only 
an extremely crude estimation of col- 
lagen catabolism. These data suggest 
that collagen degradation is not the 
primary but the secondary change in 
epidermolysis bullosa dystrophica. 

Acid mucopolysaccharides of skin 
turn over at appreciable rate, with 
the rate for hyaluronic acid being 
considerably more rapid than that for 
chondroitin sulfate. ^ Moreover, 
many enzymes known to degrade acid 
mucopolysaccharides are widely dis- 
tributed.?! Therefore, degraded chon- 
droitin sulfates that appeared in both 
the cutaneous lesions and the urine of 
our .patient should be more com- 
pletely degraded than those in a nor- 
mal person.^?? Thus, the present re- 
sults suggest some disturbance in the 
degradation process of acid mucopoly- 
saccharides in the lesions of epider- 
molysis bullosa dystrophica et albo- 
papuloidea. However, the relation of 
this disturbance to the pathogenesis 
of this disease is still obscure. 
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Cutaneous Alternariosis With Mixed 
Infection of Candida albicans 


Report of a Patient Responding to Natamycin 


Nobuhiko Higashi, MD, Yasuo Asada, MD, Osaka, Japan 


A case of cutaneous alternariosis with 
superinfection of Candida albicans, treat- 
ed successfully with natamycin, is re- 
ported, and six cases of alternariosis 
from the literature are reviewed. Alter- 
naria organisms have long been recog- 
nized as nonpathogenic for man. However, 
Alternaria is capable of growing in the 
keratin and can occasionally serve as a 
human pathogen. Alternariosis is char- 
acterized by crusted ulcerated lesions 
in exposed areas. 


lternaria is a well-known plant 
pathogen and is also frequently 
found in the atmosphere.! It is often 
isolated from the normal skin surface 
and is found as a contaminant in the 


laboratory.^? It is recognized that : 


Alternaria is generally nonpathogen- 
ic for man,*? and primary cutaneous 
alternariosis is uncommon. Some 
cases of cutaneous alternariosis, 
however, have been reported.5* 

We have recently diagnosed and 
treated a patient who had ulcerated 
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lesions presenting a mixed infection 
of Alternaria and Candida albicans. 
The purpose of this paper is to present 
our case, which had unique manifes- 
tations, and to review cutaneous al- 
ternariosis in the literature. 


Report of a Case 


An 8-month-old Japanese girl, first seen 
in our clinic in January 1972, was in good 
health except for skin lesions. At 6 months 
of age, red papules were noticed on both 
her cheeks. After topical application of a 
corticosteroid, some of the papules became 
eroded and ulcerated. 

Her family history and past history 
were noncontributory. Physical examina- 
tion revealed crusted papules, crusted ero- 
sions, and crusted ulcers on both her 
cheeks (Fig 1 and 2). Scrapings from pap- 
ules and ulcers in potassium hydroxide 
preparations revealed several, brownish, 
septate hyphae, 5x to 7u thick (Fig 3), and 
numerous fine, poorly refractile hyphae, 
with oval spores, 24% to 34 in diameter. 

Cultures on Sabouraud medium of ne- 
crotic material covering an ulcer yielded 
growths of grayish, moldy colonies and 


flat, smooth, whitish colonies. Subcultures ° 


were carried out on two different colonies 
(Fig 4). : 

Slide culture of a moldy colony yielded 
typical brownish conidia of Alternaria 
with both transverse and longitudinal sep- 
ta (Fig 5). The white colonies were identi- 
fied as C albicans by slide culture, fermen- 


tation, and slide agglutination tests. 


A biopsy specimen from a crusted pap- 
ule showed hyperkeratosis with degener- 
ated leukocytes. At the center of the le- 
sion, the epidermis showed parakeratosis, 
decrease in thickness of the Malpighian 
stratum, and subcorneal microabscesses 
with immigration of neutrophils (Fig 6 
and 7). 

Sections that were stained with PAS 
showed numerous fungal elements of two 
different kinds in the stratum corneum. 
One had broad, septate, branching hy- 
phae, from 5y to 74 thick; their wall was 
stained deeply with PAS (Fig 7 and 8). The 
other fungus showed narrow hyphae with 
oval spores measuring from 2g. to 3j in 
width, and was diffusely stained with PAS 
(Fig 8 and 9). 

On the basis of these findings, a diagno- 
sis of alternariosis with candidiasis was 
made. The lesions were treated, after re- 
moving the crusts, with a topical applica- 
tion of natamycin (Pimafucin, Great Brit- 
ain; pimaricine, France) ointment. Two 
months later the lesions had healed, leav- 
ing atrophic scars. An intradermal skin 
test with an extract of Alternaria, per- 
formed eight months later at the age of 18 
months, provoked only erythema (an area 
7 mm in diameter) at 48 hours. There was 
no recurrence after discontinuation of 
therapy. 


Comment 


Alternaria is recognized as one of 
the airborne fungi and is often isolat- 
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Fig 1.— Numerous crusted ulcerated lesions 
scattered on right cheek. A biopsy was per- 
formed on the small crusted papule (arrow). 





Fig 4. — Right tube shows cultures of crust on 
Sabouraud medium. Contaminants are found at 
lower part of medium and around fungal colo- 
nies. Others are subcultures of moldy colony 
(left) and of yeast-like colony (center). 


Fig 7.—Broad septate hyphae (arrow) are 
demonstrated in upper epidermis and in mi- 
croabscess (PAS, original magnification x 883). 
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Fig 2. — Deep ulcer is exposed after removal 
of crust (arrow). 


Fig 5.—Slide culture of moldy colony shows 
broad, septate hyphae with typical conidia hav- 
ing transverse and longitudinal septa (original 
magnification x 1,036). 


Fig 8.—Two different types of fungi are re- 
vealed in crust. One has broad, septate hyphae 
with clearly contoured wall (arrow) and other 
has deeply stained, narrow hyphae (PAS, origi- 
nal magnification x 1,036). 
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Fig 3. — Brownish, broad, septate hyphae are 
shown in scrapings from surface of lesion 
(potassium hydroxide, original magnification 
x 1,036). 
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Fig 6.—Specimen shows surface crust com- 
posed of collections of degenerated leukocytes, 
fungi, and parakeratotic and orthokeratotic 
cells. At center of specimen, cells of Malpighi- 
an stratum form two to three rows. Papillary 
layer of dermis is edematous. Slight perivascu- 
lar leukocytic infiltration, and leukocytes invad- 
ing epidermis, are demonstrated (hematoxylin- 
eosin, original magnification x 185). 


Fig 9.—Higher magnification of peripheral 
area of lesion. Numerous narrow hyphae are 
revealed in stratum corneum. Only few broad, 
septate hyphae are revealed (PAS, original 
magnification x 442). 
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ed from the skin surface. On occa- 
sion, multiseptate conidia are seen 
microscopically in superficial skin 
scrapings.5 In spite of frequent isola- 
tion of Alternaria, primary cutaneous 
alternariosis is quite rare. Only a few 
cases are reported in the literature.5-19 
In 1938, Borsook® reported that Al- 
ternaria was isolated from dark ulcer- 
ating macular and papular lesions on 
the forearm and hand. A long, 
branching, septate mycelium was 
seen in skin scrapings. The lesions 
tended to heal spontaneously, only to 
reappear in another region of the 
forearm and hand. A biopsy was not 
performed in his case. In 1938, 
Takatsuki' isolated Alternaria from 
purulent lesions in.a 15-year-old Jap- 
anese girl In 1966, Botticher® re- 
ported that Alternaria was isolated 
from scaly eruptions in two cases. 
Botticher? considered Alternaria to be 
a possible pathogen for man. The 
fungus, however, was not found in 
histologic sections in the four cases 
mentioned. 

Two confirmed cases of eutaneous 
alternariosis were presented at the 
14th annual meeting in 1970 of the 
Japanese Medical Mycological Asso- 
ciation. The first patient, reported by 
Kawasaki et al? was a 13-year-old 
Japanese girl. She first noted crusted 
papules on her face at the age of 5. 
The lesions gradually spread and had 
become crusted, ulcerated lesions 
when the patient was first seen by 
Kawasaki. The lesions healed sponta- 
neously four years later, but left a 
scar. In 1970, the patient was read- 
mitted to a hospital because of a pap- 
ular eruption of the flexor aspect of 
the left forearm. 

The diagnosis of cutaneous alterna- 
riosis was made on the basis of cultur- 
al and histologic findings. Kawasaki 
et al? mentioned that spherical fungal 
elements measuring 10px in diameter 
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were found in the dermis with an 
inflammatory infiltrate including 
giant cells. The second patient, re- 
ported by Nakama,” was a 56-year- 
old Japanese housewife with a scal- 
ing eruption on the bridge of the nose. 
Nakama found numerous broad sep- 
tate hyphae in the stratum corneum, 
which were identified as Alternaria 
on cultures. In our case, Alternaria 
and C albicans were cultured from 
the lesions and both fungi were found 
in the skin scrapings and in the histo- 
logic sections. It is uncertain which of 
them was the primary infectant be- 
cause each of them can invade kera- 
tin. However, numerous broad, sep- 
tate hyphae of Alternaria were pres- 
ent in and around the subcorneal 
abscess. It seems that the exocytosis 
was caused by the invasion of Alter- 
naria rather than of C albicans. Cuta- 
neous candidiasis is a superficial in- 
fection, usually producing a simple 
dermatitis, or infrequently a verru- 
cose lesion. We do not know, moreov- 
er, of any case in which Candida pro- 
duced an ulcerative lesion of an ex- 
posed dry area; ulcerative lesions 
were demonstrated in cutaneous al- 
ternariosis, as reported by Borsook,9 
by Kawasaki et al? and also in our 
case. Therefore, we consider the 
crusted, ulcerated lesions to be a 
characteristic manifestation of cuta- 
neous alternariosis. 

Alternaria has long been regarded 
as nonpathogenic for man. No de- 
scriptions of cutaneous alternariosis 
are found in textbooks of medical 
mycology.* According to English," 
Alternaria organisms are capable of 
growth in or on keratinous struc- 
tures, such as nails, hair, and cal- 
luses. At any rate, it is a fact that 
Alternaria produces skin lesions. It 
appears, then, that Alternaria can oc- 
casionally serve as a human pathogen. 

Fungal infection is often attributed 


to antibiotic therapy and to some de- 
bilitating diseases.!?* Corticosteroid 
therapy has also been thought to be a 
potential predisposing factor in cases 
of mycosis. In our case, however, the 
patient had no serious systemic dis- 
ease. She was a-well-developed and 
well-nourished girl. She never took 
any medication before the skin le- 
sions were noticed. Therefore, it is not 
clear how she became infected. 

Natamycin appears to be a useful 
drug for treatment of cutaneous alter- 
nariosis as well as of candidiasis. 
According to Struyk," Alternaria is 
inhibited by a concentration of 
2.5ug/ml of natamycin. 
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Microsporum persicolor Infection 
in the United States 
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Ringworm infections caused by Micro- 
sporum persicolor in persons from east- 
ern United States were described. Two 
cases —first, tinea of feet; and second, 
tinea of face—were observed in patients 
from Baltimore. The third case was mani- 
fested in a facial lesion of a patient from 
Philadelphia. The identification of the three 
isolates was confirmed by mating studies 
with the tester strains of Nannizzia persi- 
color. The three isolates proved to be of 
the plus mating type. Thus, M persicolor 
was reported for the first time as the cause 
of human ringworm in the United States. 


mM persicolor (Sabou- 
raud, 1910) Guiart and Gri- 


gorakis, 1928; was originally clas- 
sified in the genus Trichophyton by 
Sabouraud.! The discovery of its per- 
fect state, Nannizzia persicolor, by 
Stockdale? in 1967 revealed that the 
conidial state belonged to the genus 
Microsporum rather than to the ge- 
nus Trichophyton. Stockdale ob- 
served that the walls of the macroco- 
nidia of M persicolor, in the past 
thought to be smooth, were in fact 


rough, and the perfect state was re-. 


ferable to the genus Nannizzia, where 
all other Microsporum species with 
perfect states are classified. 
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Since Sabouraud discovered it, M 
persicolor has been known as a rare 
cause of human ringworm in Britain 
and western European countries. 
More recently, meticulous studies 
carried out by English*? and by Eng- 
lish and Southern? have shown that 


this dermatophyte species is also a 


natural resident and occasional path- 
ogen of bank voles (Clethrionomys 
glareolus), field voles (Microtus ma- 
grestis), wood mice (Apodemus sylvia- 
ticus), shrews (Sorex araneus), and 
the pipistrelle bat (Pipistrellus pipis- 
trellus). 

There have been no records of M 
persicolor in North America, except 
for a report from Montreal’ of five 
cases in humans. This scarcity of New 
World reports might be due to the fact 
that M persicolor is frequently con- 
fused with T mentagrophytes and is 
identified as such. For a long time, 
M persicolor was considered to be 
conspecific with T mentagrophytes, 
according to Emmons? and Conant 
et al? 

Recently, three isolates, the first 
from a case of athlete's foot, the sec- 
ond from a scaly macule on the left 
cheek of a 7-year-old girl, both from 
Baltimore, Md; and the third from a 
patient with tinea of face from Tem- 
ple University Health Sciences Cen- 
ter in Philadelphia, were identified in 
the Center for Disease Control’s Fun- 
gus Reference Section as M persicolor. 
The morphological identification was 
confirmed by mating the isolates with 
the tester strains of Nannizzia persi- 
color. These are the first reports of 
M persicolor in the United States. 


Report of Cases 


CASE 1. — A 49-year-old white man had a 
scaly eruption of four years’ duration on 
his left foot. The original eruption in 1968 
was treated with a fungicidal powder and 
cleared after several months. Four or five 


recurrences also cleared with "drying 
powders." No direct examination of epider- 
mal scrapings in a KOH fixative had been 
performed. 

The patient had spent 20 years in the 
US Navy: Okinawa (six rainy months in 
1944); Annapolis, Md (1944 through 
1950); East Coast sea duty (including sev- 
eral weeks in Guantanama Bay, Cuba, 
1951 through 1952); Bethesda, Md (1952 
through 1957); frequent trips to the Medi- 
terranean Sea with landings in Greece, 
Haly, and Portugal (1957 through 1960); 
and Bethesda, Md (1960 through 1963). 
Since retirement in 1964, he has remained 
in Maryland with only brief excursions to 
Pennsylvania and West Virginia. 

The patient had an 11-year history of 
gout, which was well controlled by proben- 
ecid. His diabetes mellitus was stable on 
an 1,800-calorie diet. He also had a five- 
year history of a progressive cerebellar 
degeneration. 

Physical examination revealed purpuric 
lesions on the ball and instep of the left 
foot (Fig 1). Each lesion was scaly and had 
characteristics of a drying vesicle. There 
was, in addition, general dryness and mild 
scaling of both feet, with mildly dystrophic 
nails. The skin on both the arms and the 
legs was xerotic, with some discrete kera- 
totic thickenings. 

A KOH preparation of epidermal scrap- 
ings from a lesion was positive. The pa- 
tient was given topical therapy with tol- 
naftate (Tinactin) solution. The patient 
was reevaluated ten weeks later. Al- 
though the lesions were reportedly cleared 
in two to three weeks and the purpuric 
component had objectively resolved, mild 
scaling persisted. A repeat KOH examina- 
tion revealed at least one piece of hypha. 

Case 2.— When examined, a 7-year-old 
black girl had a 10 x 15-mm scaly macule 
of several weeks' duration on the left 
cheek. No other family member was simi- 
larly affected. The patient had a pet cat, 
but neither she nor the cat had been out of 
the United States. 

The scrapings from the lesion were cul- 
tured on Sabouraud dextrose agar, and M 
persicolor was identified (CDC 40-73- 
31951). Benzoic and salicylic acid (Whit- 
fields) ointment was used, and the lesion 
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responded. When seen 15 weeks later, 
the patient had a new, 7-mm scaly le- 
sion on her left thigh; the original lesions 
showed only hyperpigmentation. The 
KOH preparations from both lesions were 
negative. 

CasE 3.— A 5-year-old, healthy, white 
girl who had never left the northeastern 
United States developed a small red spot 
on her left cheek in the spring of 1972. The 
lesion enlarged centrifugally. The condi- 
tion began about one month after the child 
acquired a kitten with which she had fre- 
quent, close contact. For three months, the 
child had been seen by several physicians 
and treated with a variety of glucocorti- 
coid preparations, without success. Appli- 
cation of flurandrenolide tape had caused 
the lesion to worsen and enlarge. 

Examination revealed a scaly, erythem- 
atous macule surrounded by a 3 to 5-mm 
wide, elevated, infiltrated, erythematous 
border. The lesion occupied a large portion 
of the left cheek. A clinical diagnosis of 
ringworm was made, and M persicolor was 
grown from scrapings on culture. The kit- 
ten was examined under a Wood lamp by a 
veterinarian and was allegedly found to 
have fluorescent hair. The cat had been 
killed before a specimen could be obtained 
for culture. 

The patient received a 500-mg dosage of 
micronized griseofulvin once daily after a 
fatty breakfast, and tolnaftate solution 
was applied topically three times daily. 
When the patient was seen 2 weeks later, 
the lesion had begun to involute. Six 
weeks later, only residual hypopigmenta- 
tion was seen. There has been no recur- 
rence. 


Laboratory Data 


Colonies grown using Sabouraud 
dextrose agar were 40 to 45 mm in 
diameter after 2 weeks at 25 C, floc- 
cose to downy, white at first, and be- 
came peach-colored to pink after ag- 
ing. Reverse was ocher to vinaceous 
red. 

Microconidia were smooth, thin- 
walled, spherical, pyriform, rarely 
clavate, borne en grappe and also en 
thyrse on short stalks or sessile, 34 to 
5uX2u to 3p. Macroconidia were 
produced in the three isolates after 24 
days of incubation. They were thin- 
walled, clavate, five to seven septate, 
borne on short stalks, rough-walled, 
and 40p to 60u X 6u to 9u (Fig 2). Spi- 
ral hyphae were numerous. 
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Fig 1.—Lesions caused by M persicolor on 
instep of left foot. 
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Fig 2.—Clavate, echinulate macroconidium 
of M persicolor (lactophenol cotton blue, orig- 
inal magnification x 1,650). 


When grown on pablum cereal agar 
(pablum precooked mixed cereal, 100 
gm; agar, 18 gm; chloramphenicol, 50 
mg; and distilled water, 1,000 ml), 2- 
week-old colonies became downy to 
granular, and developed a rose to 
deep wine color. The echinulations on 
the clavate macroconidia were more 
evident on the cereal agar than on 
Sabouraud dextrose agar. 

Inocula for mating studies with the 
three isolates were prepared by grow- 
ing them for ten days at 25 C on cere- 
al agar plates. Sterile distilled water, 
10 ml, was added to each plate, and 
the growth was scraped with a needle 
to suspend it in the water. The thick 
suspension was pipetted into a sterile 
test tube and was diluted to 20 ml. 
Portions (2 ml) of each suspension 
were distributed into three test tubes. 
To the second and third tubes, equal 
quantities of suspensions similarly 
prepared from the two tester strains 
of N persicolor (IMI 117064 minus 
and IMI 117073 plus) were added, 
respectively. The three tubes were 
then shaken and the contents of each 
were poured onto plates of sterile soil, 
which was baited with bits of horse 
hair. Thus, on the first soil-hair plate, 
each isolate was grown alone and on 
the second and third plates, it was 
crossed with the minus and plus test- 
er strains, respectively, of N persico- 
lor. The soil was local loam that had 
been autoclaved for 20 minutes at 
120 C on three successive days. Horse 


mane hair was autoclaved once. 

The soil-hair plates were incubated 
in the dark at 25 C for six weeks, but 
were removed to room conditions pe- 
riodically for study. The three iso- 
lates produced fertile gymnothecia 
after three weeks with the minus 
tester strain of N persicolor and were 
therefore revealed to be plus mating 
types. 


Comment 


Ringworm infections in humans 
due to M persicolor are reported for 
the first time in the United States. 
The only previous report of the occur- 
rence of this dermatophyte in North 
America was from Montreal.’ 

M persicolor had remained undis- 
covered in the United States probably 
because of its superficial similarity to 
T mentagrophytes. Most of the M per- 
sicolor isolates that we have tested 
form pink to deep wine-rose colonies 
on cereal agar, whereas T mentagro- 
phytes show no such colony colors. 
The growth on cereal agar serves asa 
simple method for differentiating M 
persicolor from T mentagrophytes. 
However, definitive identification 
must be based on the production of 
echinulate macroconidia and on suc- 
cessful mating with either the plus or 
minus tester strains of N persicolor. 
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Reticulosarcoma of Vulva’ Complicating 
Azathioprine-Treated Dermatomyositis 


A 42-year-old woman who had dermato- 
myositis developed reticulum cell sarcoma 
of the vulva after five months of azathio- 
prine therapy. Experimental and clinical 
studies have demonstrated an increased 
incidence of reticulosarcoma with azathio- 
prine treatment. it is postulated that the 
reticulum cell sarcoma was caused by the 
azathioprine and that immunosuppressive 
treatment in nonfatal disorders may involve 
an increased risk of developing a malig- 
nant tumor. 


LE 1959 it was first proposed that 
cancer results from a breakdown 
in "immune surveillance.”! This idea 
was extended by Sir Macfarlane Bur- 
net.?? Neoplastic cells possess tumor- 
specific antigens.‘ It has been shown 
that the process of cell-mediated 
immunity prevents spontaneous 
tumor-growth.* . 
Malignancy has been shown to be 
10,000 times more common in pa- 
tients with primary immunodefici- 
ency diseases. These include infan- 
tile sex-linked agammaglobulinemia, 
with humoral antibody-lack, and 
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combined immunity deficiency, atax- 
ia telangiectasia, and the Aldrich 
syndrome, all of which have reduced 
cell-mediated immunity. Lymphomas 
have developed in animals sustaining 
prolonged graft-vs-host reactions.* 

It has been shown that abnormal 
immune responses, including reduced 
cell-mediated immunity, are caused 
by immunosuppressive agents.5 Pa- 
tients with transplants who are in a 
therapeutically induced state of 
immunosuppression have been care- 
fully observed with reference to the 
occurrence of neoplasms. In the im- 
munosuppressed state, those treated 
with azathioprine have, at least, a 
hundredfold increased risk of devel- 
oping reticulum cell sarcoma, espe- 
cially in unusual sites, such as the 
brain.? There also seems to be an in- 
creased incidence of squamous cell 
carcinoma and keratoacanthoma of 
the skin." It is of great interest that 
experimental studies, using NZB 
hybrid mice, indicate that azathio- 
prine intake results in an increased 
incidence of malignant lymphomas." 

Already, there have been two re- 
ports of reticulum cell sarcoma in pa- 
tients receiving azathioprine for au- 
toimmune disorders. One patient had 
chronic-cold hemagglutinin disease,? 
while the other had uncontrolled 
hemolytic anemia with systemic lu- 
pus erythematosus. 8 


Report of a Case 


A 35-year-old woman was examined in 
1965 at the Dermatology Out-Patients, in 
Hallamshire Hospital, Sheffield. For one 
year she had had an erythematous rash on 
exposed light skin areas. Dysphagia, nasal 
speech, and alopecia had been present for 
five weeks. She had marked nail-fold tel- 
angiectasia, edema of the eyelids, swell- 
ing of the arms, and proximal limb girdle 
muscle weakness. The diagnosis was der- 
matomyositis. 

Muscle biopsy findings confirmed the 
diagnosis of dermatomyositis. The serum 
enzyme levels were elevated: serum glu- 
tamic oxaloacetic transaminase (SGOT) 
was 72 international units (IU)Yml 
(normal value, 0 to 40 IU/ml); serum glu- 
tamic pyruvic transaminase (SGPT) was 
50 IU/ml (normal, 0 to 30 IU/ml); aldolase 
was.23 [U/ml (normal, 0 to 19 IU/ml). 

Chest x-ray films and results of barium 
swallow, barium enema, diagnostic lapa- 
rotomy, gynecological examination, and 
cervical smear were all normal. She devel- 
oped respiratory difficulty and was given 
80 mg of prednisolone daily to control this 
condition. In 1966 she had an attack of 
herpes zoster affecting the right fifth and 
sixth thoracic segments. In 1967, while 
taking 12.5 mg of prednisolone daily, she 
developed aseptic necrosis of the head of 
the right femur. In 1968 she had a metal 
femoral head inserted. In 1969, while the 
patient was under adrenocorticotropic 
hormone cover, the steroid therapy was 
discontinued and the patient remained 
well. . 

In 1971, there was a recurrence of the 
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rash after exposure to the sun. By Febru- 
ary 1972, the rash had worsened, but there 
was no muscular weakness. The poikilo- 
dermatous appearance on the limbs was 
confirmed by biopsy. 

The erythrocyte sedimentation rate 
(Westergren) was 76 mm/hr. The immuno- 
globulin estimation follows: IgG, 3,080 
mg/100 ml (normal, 500 to 1,600 mg/100 
ml); IgA, 266 mg/100 ml (normal, 125 to 
425 mg/100 ml); IgM, 76 mg/100 ml 
(normal, 47 to 170 mg/100 ml). The creati- 
nine phosphokinase level was 80 Iu/ml 
(normal, 0 to 70 Iu/ml). The SGOT, SGPT, 
and aldolase levels were normal. No anti- 
nuclear factor and no antibodies of the 
mitochondria or smooth muscle were 
detected. 

In February 1972, in view of the pre- 
vious steroid problems and the need to 
prevent muscle disease, she started receiv- 
ing a dosage of 150 mg of azathioprine per 
day. In September 1972, she reported the 
onset of dyspareunia three months earlier 
(after intake of 13.65 g of azathioprine) 
and was found to have an infiltrated vul- 
val ulcer, with vaginal discharge. A biopsy 
showed a malignant lymphoma of the re- 
ticulum cell sarcoma type; trichomonas 
grew from a culture of the discharge. She 
was treated with deep x-reys and metroni- 
dazole, and the lesion regressed. Concur- 
rently, the azathioprine dosage was re- 
duced. By December 1972, the tumor was 
no longer present and the administration 
of azathioprine had been discontinued. 
Since then, the skin abnormalities have 
been less apparent and there has been no 
muscular weakness. 


Comment 


Dermatomyositis is known to be 
associated with malignant tumors of 


the epithelium and reticuloendo- 
thelium; however, an interval of 
eight years between the onset of der- 
matomyositis and the final evidence 
of the malignancy of a tumor is be- 
yond the normal range and makes 
such an association unlikely. Fur- 
thermore, malignant tumors associ- 
ated with dermatomyositis are very 
uncommon in patients who are under 
45 years of age. 

The tumor itself was of an unusual 
type; only four cases of primary vul- 
var reticulum cell sarcoma have been 
described previously, all of them oc- 
curring in the elderly.'415 

There is clinical and experimental 
evidence of reticulum cell sarcoma 
induction, frequently in usual sites, 
both in patients with transplants and 
in those with autoimmune diseases 
treated with azathioprine. Thus, it 
seems likely that the development of 
the tumor in this patient was the re- 
sult of the treatment rather than of 
the natural course of the disease. 

It could, however, be argued that 
this patient already had developed a 
reticulum cell sarcoma when her 
dermatomyositis began to flare up in 
early 1972 and that the azathioprine 
had no role in the induction of the 
tumor; but, in my opinion, the weight 
of evidence is against this. 

The importance of this report lies 
in the warning that a life-threatening 
complication may result from a treat- 
ment that is being used increasingly 
in the management of nonfatal condi- 
tions. 


Ian B. Sneddon, FRCP, gave permission to 
report this case. 


Nonproprietary Names and 
Trademarks of Drugs 


Azathioprine —Imuran. 
Metronidazole — Flagyl. 
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TEST YOUR KNOWLEDGE 


Question. —Early systemic corticosteroid therapy in selected patients with uncom- 
plicated herpes zoster (a) is contraindicated because of the probability of precipitating 
generalization of the eruption; (b) has no influence on either the rate of healing or the 
degree of postherpetic neuralgia; (c) causes immediate cessation of pain, but prolongs 
the healing time; (d) significantly shortens the duration of postherpetic neuralgia in 
patients over 60 years old; (e) causes immediate cessation of pain and has no effect on 
the healing time. (For answer, see page 567.) 
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Steroid Treatment of 
Hemangiomas in Children 


Alan E. Lasser, MD, Albert F. Stein, MD, Chicago 


There are definite criteria for steroid 
treatment of hemangiomas in children. 
Once these criteria are met, therapy 
should be instituted early. Side-effects 
have been minimal. A patient with capillary, 
cavernous, and port-wine hemangiomas is 
reported. There was no response in the 
port-wine hemangiomas, but prompt and 
satisfactory response occurred in the cap- 
illary-cavernous types. 


he usual methods of treating cap- 

‘illary and cavernous heman- 
giomas include cryotherapy, radia- 
tion, sclerosing agents, surgical re- 
section, or conscientious observa- 
tion.'? Since the vast majority resolve 
spontaneously?? and the results are 
cosmetically satisfactory, the advo- 
cates of avoidance of active therapy 
are presently in the majority. How- 
ever, there are times when aggressive 
therapy is indicated and mandatory. 
The main indications for aggres- 
siveness are (1) involvement of a vital 
structure, (2) rapid growth with cos- 
metic destruction, (8) mechanical 
orificial obstruction, (4) hemorrhage 
with or without thrombocytopenia, 


and (5) threatened cardiovascular 


decompensation. 
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Steroid therapy has appeared as 
another mode of treatment for our 
use. The earliest reports were con- 
cerned with the treatment of giant 
hemangioma and thrombocytopenia 
(Kassabach-Merritt syndrome) and 
were primarily about the treatment 
of the thrombocytopenia. Improve- 
ment in the hemangioma, when it did 
occur, was a pleasant associated find- 
ing. This prompted others to assess 
the value of steroid therapy for he- 
mangiomas that were not associated 
with thrombocytopenia. $5712 

We were recently confronted with a 
patient who had hemangiomas that 
were not associated with thrombocy- 
topenia. Although the case was not as 
grotesque or massively involved as 
most of the other cases reported, it 
fulfilled two of the listed criteria for 
aggressiveness in therapy. The crite- 
ria fulfilled were rapid growth with 
cosmetic destruction and mechanical 
orificial obstruction. 


Report of a Case 


The patient is a 1-month-old female in- 
fant. The infant was the product of a nor- 
mal pregnancy; she weighed 2.54 kg and 
was 43 cm long at birth. Her parents are of 
Russian-Polish descent. The father is 178 
cm tall and the mother is 157 cm tall. 

When seen initially, the infant had mul- 
tiple hemangiomas, which had been pres- 
ent since birth. All varieties of heman- 
giomas were present— port-wine, capil- 
lary, and cavernous. She had involvement ` 
of the nasal septum; upper and lower lips, 
conjunctiva, cheeks, ears, perineum, inner 
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gluteal area, extremities, tongue, buccal 
and pharyngeal mucus membrane, and 
larynx. The left ear was smaller than the 
right. She was fretful, breathed with a 
moist raspiness, and had some difficulty 
swallowing. Ulceration was beginning to 
occur over the mid-upper lip and nasal 
septum area where the nipple of a bottle 
would rub. 

In an attempt to minimize the amount of 
cosmetic destruction around the mouth 
and nose and to alleviate the respiratory 
difficulty, steroid therapy was initiated at 
5 weeks of age. The initial dosage in pred- 
nisone equivalents was 20 mg/day for two 
weeks; then therapy was not given for two 
weeks, after which the regimen was again 
repeated. Within a week, fretting had de- 
creased, respirations were less labored, 
and some grayness had appeared on the 
nose. After the first two-week course, some 
acneiform lesions appeared around and on 
the nose and on the chin; the lesions grad- 
ually subsided and did net reappear with 
future courses of therapy. 

It was soon noted that respiratory raspi- 
ness returned and some increased puffi- 
ness of the cheeks and ears developed a 
few days after steroid treatment was 
stopped. These decreased again soon after 
steroid treatment was resumed. In spite of 
this program, small ulcers occurred at 
sites of friction—the labia, inner gluteal 
area, the mid-upper lip, and the area of the 
nasal septum and tip of the nose adjacent 
to the mid-upper lip. These never pro- 
gressed beyond a shallow erosion and 
healed slowly with some scarring. 

At 6 months of age, direct laryngoscopy 
revealed hemangioma of the tongue, pos- 
terior pharyngeal wall, and posterior lar- 
ynx. A chest x-ray film and esophagogram 
were negative at that time. The possibility 
of a tracheostomy was suggested if her 
respiratory raspiness and labor increased. 

At this point, it was decided to stop in- 
termittent steroid therapy and to institute 
a continuous program. Therapy was start- 
ed with prednisone equivalents of 20 
mg/day for the next two months. Almost 
immediately, she began sleeping better 
and had less respiratory difficulty. The 
cutaneous capillary hemangiomas contin- 
ued to lighten, but the port-wine types on 
the palpebral conjunctiva, legs, and feet 
had not changed. 

At age 8 months, repeat laryngoscopy 
showed moderately sized angiomas of the 
entire base of the tongue and cavernous 
angiomas of both arytenoid cartilages. The 
epiglottis and both vocal cords were free of 
lesions and moved well. The conclusion 
was that less laryngeal obstruction was 
present since the earlier examination. 
Steroid therapy was tapered to 10 mg of 
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prednisone equivalents per day. At 875 
months of age when respiratory problems 
began to recur, steroid dosage was 
changed to 20 mg of prednisone equiva- 
lents every other day for two weeks; then, 
the dosage was decreased to 15 mg every 
other day, with no respiratory problems. 

Atagei12'/ months, respiratory difficul- 
ty returned with an upper-respiratory 
tract infection. Steroid dosage was in- 
creased to 20 mg/day for two weeks and 
was tapered again, without any difficulty. 
She was then on an every-other-day sched- 
ule, and by age 1 year 3 months, she was 
receiving 10 mg of prednisone every other 
day. The central whiteness of the involved 
area of her upper lip and nose had in- 
creased slightly. There was less involve- 
ment of the tongue and fairly good facial 
symmetry had developed. She continued to 
do well with almost no respiratory prob- 
lems. Steroid treatment was tapered slow- 
ly until it was discontinued age 2 years. 

At no time did any improvement occur 
in the port-wine hemangiomas; in the last 
six months of therapy, little, if any, fur- 
ther improvement occurred in her cuta- 
neous capillary and cavernous heman- 
giomas. The vertical length of her left ear, 
4.5 em, was still smaller than that of the 
right, 5 cm. A slightly increased amount of 
scalp hair was noted in the periauricular 
scalp areas. Repeat laryngoscopy at age 2 
years 1 month showed small hemangio- 
mas in both arytenoid cartilages, posterior 
false cords, and in the postcricoid area that 
appeared flat and in no way bulged into 
the airway. There was some involvement 
of the left lateral pharyngeal wall up to 
the soft palate. The base of the tongue 
seemed to be free of hemangiomas. 

Her weight and height during the first 
two years of life, in almost all of which she 
was receiving some steroid therapy, have 
consistently been at the lower end of two 
standard deviations from the mean, or at 
about the third percentile. However, an 
older brother is also at the lower end of the 
scale. Her development has been normal, 
she has handled routine infections well, 
and her immunizations are up to date, 
without any difficulties. 


Comment 


In many of the earlier reported 
cases, steroid therapy was used as a 
last resort. Some patients had had 
cryotherapy, radiation, injection of 
Sclerosing solution, surgery, or all 
four beforehand. These cases often 
were grotesque and the involvement 
tremendous. Even when the steroid 
therapy that was used stopped the 


progression, the results, though bet- 
ter, were still far from satisfactory. 
There are many conditions that 
respond most satisfactorily when the 
aggressive therapy is instituted early 
and vigorously on the initial up- 
swing. These factors could very well 
be applicable here because the natu- 
ral development of uncomplicated 
capillary hemangiomas is that of rap- 
id growth, stabilization, and gradual 
resolution. Therefore, when we were 
confronted with a very young patient 
with multiple hemangiomas of the 
port-wine, capillary, and cavernous 
types in whom two of the criteria for 
aggressiveness, mechanical orificial 


` obstruction and rapid growth with 


cosmetic destruction, were present, 
we thought we should initiate thera- 
py early. 

Did we accomplish what we had 
hoped to? I think we did. The patient 
still has hemangiomas and still de- 
veloped some cosmetic destruction. 
However, growth was arrested within 
days, respirations were less labored, 
resolution primarily of laryngeal and 
pharyngeal hemangiomas occurred, 
and the question of performing a tra- 
cheostomy was not raised a second 
time. We must ask ourselves if evena 
delay of five weeks in initiating 
therapy was too long a delay in this 
patient. A similar conclusion was 
reached by Cohen and Wang? who in 
a series of ten patients—five being 
between 2 and 4Y» months of age at 
onset of steroid therapy, noted a 
greater effect in these younger pa- 
tients. 

There have been almost no side- 
effects reported from steroid therapy 
in these infants. There is one report 
each of changes in fat distribution 
occurring," mild growth retardation,* 
and cushingoid appearance.5 Our pa- 
tient developed some steroid-induced 
acne of the nose and chin after the 
first two weeks of therapy, which 
gradually disappeared and did not 
recur. The fact that this has not been 
mentioned by others may be due to 
the fact that our patient was so young 
when therapy was initiated. 

Even though the parents of our pa- 
tient are not very tall and she has an 
older sibling who is also in the family 
mold, the fact that she has consistent- 
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ly stayed in the lower third percentile 
for height and weight indicates some 
growth retardation that may be relat- 
ed to the steroid therapy. 

Any number of dosage schedules 
have been employed. We chose two 
weeks on and two weeks off in an at- 
tempt to minimize additional side- 
effects of the steroids after the ap- 
pearance of steroid-induced acne dur- 
ing the first two weeks of therapy. 
The fact that respiratory difficulties 
waxed and waned within a few days 
of discontinuing or instituting steroid 
therapy and that no further prob- 
lems, other than the steroid-induced 
acne and persistence but not progres- 
sion of growth retardation, developed 
in a five-month period prompted us to 
turn to the daily schedule. 

We decided to taper very slowly to 
avoid exacerbations in the growth of 
hemangiomas, as has been reported 
to occur in patients when steroid 
therapy is discontinued.*? This ap- 
proach was in general successful. Two 
episodes of difficulty occurred, both 
involving labored breathing. The 
first, at 8Y2 months, was probably due 
to not tapering the steroid dosage 
slowly enough. The second, at 12V» 
months, accompanied an upper-res- 
piratory tract infection. Both difficul- 
ties cleared rapidly when the dosage 
was increased. Subsequent resump- 
tion of tapering offered no further 
difficulties. The presence of the port- 


wine type hemangioma in our pa- 
tient, in addition to the capillary and 
cavernous varieties, reconfirms the 
unresponsiveness of the port-wine 
type to treatment. 

No one is sure of the exact mecha- 
nism of action of steroids in the treat- 
ment of hemangiomas. Zweifach et 
al? studied adrenalectomized rats and 
showed that corticosteroids increased 
vascular sensitivity to circulating 
vasoconstrictive agents. This may 
effect a pharmacologic ligation of the 
end arterioles by the corticosteroids.? 
Since an inflammatory response is 
usually minimal histologically, the 
mechanism of action does not appear 
to be due to the anti-inflammatory 
effects of steroids. 

In summary, there definitely is a 
place for the use of steroids in the 
treatment of capillary cavernous 
hemangiomas in infants. To avoid 
needless complications, one should 
strictly adhere to the critera for this 
treatment. Evidence is building that 
the earlier in. life steroid therapy is 
started, the better and more complete 
the response. However, because of 
the unpredictability of hemangiomas, 
it is at this critical early time in 
life that the decision is hardest to 
make. Until long-term effects of ster- 
oid treatment of hemangiomas are 
known and as long as current 
evidence indicates a minimum of 
immediate adverse side-effects, the 


decision to use the treatment on a 
patient must rest solely on the clini- 
cal judgment of the physician. 
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TEST YOUR KNOWLEDGE 


Answer.—d; Eaglstein WH, Katz R, Brown JA: The effects of early corticosteroid 
therapy on the skin eruption and pain of herpes zoster. JAMA 211:1681-1683, 1970.. 
(For question, see page 564.) 





Arch Dermatol/Voi 108, Oct 1973 


Steroid Treatment of Hemangiomas/Lasser & Stein 567 


568 Arch Dermatol/Vol 108, Oct 1973 


The correction of a split nail deformity of 
many years’ duration was undertaken. The 
deformity was troublesome to the patient 
and had become the site of a fungus infec- 
tion that was difficult to eradicate. A simple 
operative procedure to reconstruct the nail 
bed resulted in a satisfactory correction of 
the deformity. 


plit nail deformity, usually the 

result of trauma, is often disfig- 
uring and annoying. The nail is diffi- 
cult to clean and fungus infections 
commonly occur. Also, patients com- 
plain of things catching on the sharp 
edges of the nail. Treatment has been 
largely ineffective.! A technique of 
repair that was reported by Johnson 
in 1971 has been found to give a very 
satisfactory correction.? 


Report of a Case 


A 53-year-old woman had an injury of 
the right thumb sustained 30 years ago. 
She complained of catching clothing on the 
sharp edges of the nail and was concerned 
about its appearance. Three years earlier, 
she had developed a fungus infection, 
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Correction 
of a Split Nail Deformity 
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Fig 1.—Right thumb showing split nail de- 
formity. 


which required removal of the nail and 
systemic treatment. 

Examination revealed a split through 
the middle of the nail, with irregular 
edges and an unsightly appearance (Fig 1). 


Surgical Technique 


The operation was performed using 
digital block anesthesia and a tourni- 
quet applied to the upper arm. Inci- 
sions were made on the ulnar and 
radial side of the eponychium and a 
flap was raised proximally to expose 
the entire nail. The deformed nail 
was removed and the cleft in the nail 
bed excised for its entire length down 
to the bone (Fig 2). Relaxing incisions 
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were made at the margins of the 
nail bed and the matrix separated 
from the bone, leaving it attached 
distally and proximally to preserve 
the blood supply (Fig 3). The matrix 
was then approximated with 6-0 
plain catgut sutures. The incisions in 
the eponychium were closed with 5-0 
nylon sutures and the wound dressed 
(Fig 4). Six months later, the nail had 
grown out and, although it was 
slightly narrower than the left thumb 
nail, the result was satisfactory (Fig 


5). Fig 2.—Nail bed after surgical removal of nail 
and excision of involved matrix down to bone. 





quu RE 





or TORRE de le UB EE 
Fig 3. — Mobilization of matrix to allow for clo- 
sure of cleft. 


Comment 


Lacerations of the nail bed should 
be carefully repaired to prevent irreg- 
ularities, such as the one described.? Fig 4. —At completion of operation. 
When split nail deformities do occur, 
it may be possible to repair them by 
this simple method. The results are 
not always as good as the one de- 
scribed: in one other similar case 
improvement was minimal. 


Fig 5.—Six month postoperative appearance 
of nail (at right) and normal left thumb nail (at 
left). 
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Two children had generalized perforating 
granuloma annulare. In both patients, the 
disease hegan at the age of 3 and persisted 
for three years. The majority of lesions 
were on the extremities, and a definite sea- 
sonal influence was present with exacerba- 
tion during the summer and almost com- 
plete clearing during the winter. Moderate 
pruritus was present in one child. The le- 
sions begin as flesh-colored papules that 
become slightly inflammatory, develop a 
central crust (the perforation), and then 
slowly resolve. Careful histolagic examina- 
tion is necessary to find the perforation; 
however, the typical histologic picture of 
granuloma annulare can he found without 
difficulty. 


he description of granuloma an- 
nulare in 1902 by Radcliffe- 
Crocker! is considered a classic. Since 
then, several clinical varieties have 
been described. Among these are sub- 
cutaneous,” generalized,’ and papular 
forms.* The distinction between the 
latter two has not always been clear. 
Recently, Owens and Freeman? de- 
scribed perforating granuloma annu- 
lare occurring on the hands and fin- 
gers of two patients. 

We have recently seen two young 
patients with generalized perforating 
granuloma annulare and believe it to 
represent a distinct clinicopathologic 
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entity. These two cases are the basis 
of this report. 


Report of Cases 


Case 1. — When first seen by us in Octo- 
ber 1971, this white boy was 3 years old. In 
the spring of 1970, he developed 2- to 3- 
mm papules on the extremities, which 
enlarged to a diameter of 3 to 4 mm over a 
period of several weeks. Individual pap- 
ules developed a central umbilication, a 
small crust, and then regressed over the 
next four weeks, usually leaving a white 
punctate scar. Most papules had a distinct 
erythematous halo during the develop- 
mental stage; however, this disappeared 
once regression was under way. Lesions 
continued to develop throughout the 
spring and summer of 1970; however, by 
winter, all lesions had cleared. In the 
spring of 1971, new lesions again began to 
appear. The papules continued to erupt 
throughout the summer, but when the pa- 
tient was seen in October, the mother stat- 
ed that the lesions were beginning to re- 
solve as had happened in the fall of 1970. 
No other family members, including an 
older sister, had similar lesions. Initially, 
the parents believed the lesions followed 
mosquito bites; however, they later dis- 
carded that idea. 

On examination, the patient was a well- 
developed, healthy boy. Scattered over the 
body, but primarily on the extensor sur- 
faces of the extremities, were approxi- 
mately 50 flesh-colored papules. There is 
no family history of diabetes. The bathing 
suit area, palms, and soles were spared. 
Many of these had a small central dell (Fig 
1) and a few had tiny central scabs (Fig 2). 
The umbilicated lesions strongly suggest- 
ed molluscum contagiosum. Also present 


were 1- to 2-mm depigmented macules and 
scars scattered among the papular lesions. 
The examiner noted that the lesions were 
pruritic, a fact substantiated by the par- 
ents. Routine laboratory examination was 
normal. 

By February 1972, the lesions had all 
resolved leaving only scattered punctate 
scars. Because of the suggestion that the 
lesions might be due to insect bites, the 
parents were instructed to regularly apply 
a commercial insect repellent to the pa- 
tient. This was continued throughout the 
summer of 1972, without apparent effect 
on the number of new lesions; however, 
the parents thought that the lesions were 
less inflammatory than in previous years 
and "winter resolution" was complete at 
an earlier time than in previous winters. 

Cass 2. — A 6-year-old Guatemalan girl 
had scattered papular and umbilicated le- 
sions, the majority of which were on the 
extremities (Fig 3) but a few were on the 
upper trunk. The bathing suit area, face, 
palms, and soles were spared. The distri- 
bution and appearance of the lesions were 
essentially identical to those of case 1; 
however, this patient had many more. Le- 
sions had initially appeared at the age of 3 
on the hands. The lesions increased in 
number each summer while she stayed at 
a lake home in the mountains and began 
to subside about four weeks after she re- 
turned to the city. They would disappear 
almost completely during the winter, and 
many of the depigmented spots would re- 
gain their color. While vacationing, she 
wore boys' swim briefs "almost constant- 
ly." 

A complete examination and labogram 
prompted by a biopsy diagnosis of sarcoi- 
dosis elsewhere disclosed no abnormali- 
ties. Specifically, there was no bleod eo- 


Granuloma Annulare/Duncan et al 


V 





Fig 1.—Medial aspect left wrist showing sev- 
eral delled papules and two larger plain papular 
lesions (just above center). Inflammatory lesion 
is a biopsy site (case 1). 





large necrobiotic area centrally with palisading 
histocytes and lymphocytes surrounding it 
(case 2) (hematoxylin-eosin, original magnifica- 
tion x 280). 


sinophilia. There is no family history of 
diabetes. 


Histopathologic Findings 


Biopsies on several papules in vari- 
ous stages of evolution from each pa- 
tient were done. All specimens were 
serially sectioned and stained with 
hematoxylin-eosin for histopatholog- 
ic study. The histologic picture varied 
with the clinical stage of the lesions. 
In a well-developed nonumbilicated 
papule, an accumulation of necrobiot- 
ic tissue accompanied by a dense 
lymphocytic and palisading histiocy- 
tic inflammatory infiltrate was pres- 
ent in the papillary dermis (Fig 4). 
Multinucleated giant cells were pres- 
ent in several of the specimens. The 
inflammatory cells appeared to pene- 
trate the epidermis in what was to be 
a "transepithelial elimination canal" 
in several areas. 

In well-developed umbilicated pap- 
ules, there was a column consisting 
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Fig 2.—Perforating lesion, on which biopsies 
were done, shown in Fig 6 (case 1). 
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Fig 5.—Perforating lesion with plug com- 
posed of cellular debris and necrobiotic tissue. 
In upper dermis, collection of necrobiotic tissue 
with surrounding palisade of histocytes is evi- 
dent (case 2) (hematoxylin-eosin, original mag- 
nification x 280). 


Fig 6.—Plug composed of necrobiotic materi- 
al and parakeratotic cells (case 1) (hematoxylin- 
eosin, original magnification x 1,260). 


of cellular debris and necrobiotic tis- 
sue protruding through the epider- 
mis. The epidermis was atrophic at 
the immediate periphery of the col- 
umn. Mild acanthosis and hyperkera- 
tosis were present in the surrounding 
epidermis. The perforation communi- 
cated with necrobiotic tissue in the 
upper dermis (Fig 5 and 6). In all le- 
sions on which biopsies were done, 
the typical histologic picture of gran- 
uloma annulare could be found in one 
or more areas (Fig 4). 

Elastic tissue stains revealed no ab- 
normalities. Direct and indirect im- 
munofluorescent examinations were 
negative for fluorescence. No foreign 
bodies were observed with polariscop- 
ic examination, nor were hairs found 
in any of the lesions. None of the le- 
sions was associated with follicles. 


Comment 
Transepithelial elimination is a 
term coined by Mehregan and 





re s 4 2 "S 
Fig 3.—Random distribution of 
lesions in various stages of evolu- 
tion (case 2). 





Coskey® in 1968 and amplified by 
Mehregan? in 1970. The term de- 
scribes a process in which epithelial 
changes lead to the elimination of 
"foreign" material through the epi- 
dermis or follicular wall without pro- 
ducing major alterations of the struc- 
ture. He has implicated this process 
in the histogenesis of elastosis perfo- 
rans serpiginosa, reactive perforating 
collagenosis, and perforating follicu- 
litis and related it to calcinosis cutis, 
osteoma perforans, and granuloma 
annulare. Owens and Freeman? have 
reported transepithelial elimination 
occurring in two cases of granuloma 
annulare and in one of lichen planus. 
Generalized granuloma annulare 
has been reviewed by Dicken et al’; 
however, their patients all had “typi- 
cal” lesions of granuloma annulare in 
a generalized distribution. Most of 
their patients were in the fourth to 
seventh decade. Only one of 26 pa- 
tients believed that sunlight wors- 
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ened the disease and none thought 
that insect bites were etiologic. 
Stankler and Leslie* reported a case 
of generalized granuloma annulare, 
suggesting the influence of sunlight, 
and collected 47 additional cases from 
the literature with either classical 
clinical appearance or atypical histo- 
logic findings. Calnan? and Civatte!* 
have described ulcerating forms of 
granuloma annulare that may have 
represented the perforating variety. 
Their cases, like those of Owens and 
Freeman;? were also localized to the 
hands. 

Moyer’ reported three cases of pap- 
ular granuloma annulare that he 
believed were due to insect bites. He 
also noted a resemblance to mollus- 
cum contagiosum in one. The cases 
appeared to be identical to those we 
are reporting; however, none of the 
biopsy specimens revealed perfora- 
tion. All of his patients had a blood 
eosinophilia of 6% to 10%. 

We believe these two patients, and 
probably the three of Moyer, repre- 
sent a distinct clinicopathologic enti- 
ty. The clinical similarity of these 
cases is striking. In all the cases, the 
bathing suit or playclothes area was 
spared. A distinctly seasonal pattern 
was evident in our cases, with clear- 
ing during the winter and return of 
lesions during the warm, sunshiny 
months. Moyer was unable to follow 
his cases for a full year, and thus, a 
seasonal relationship was not estab- 
lished. Although a relationship to 
insect bites was initially suggested in 
our case 1, the almost religious appli- 
cation of an insect repellent had no 
effect on the development of new le- 
sions. Any relationship to insect bites 
in case 2 was vigorously denied by the 
parents because their vacation home 
was in the mountains where there 
were no insects. Moyer‘ suggested a 
biting gnat as the etiologic agent; 
however, the lesions did not appear 
until 4 to 22 months following expo- 
sure to this gnat. Ultraviolet light 
has been previously suggested as a 
possible etiologic agent in granuloma 
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annulare; however, black light and 
erythrogenic wavelengths have not 
reproduced the lesions." Because of 
travel considerations, we were unable 
to test these patients with ultraviolet 
light. If either ultraviolet light or 
insect bites were the sole etiologic 
agent, one would expect many more 
cases of generalized perforating gran- 
uloma annulare. 

Location of the lesions on the ex- 
tremities might suggest trauma or 
injury as an etiologic factor; however, 
it is highly unlikely that this could 
account for the several hundred le- 
sions present on patient 2. No Koeb- 
ner phenomenon was found at the 
time of examination, nor had the par- 
ents noted any in the past. 

Generalized perforating granuloma 
annulare bears a certain resemblance 
to the entity reported as reactive per- 
forating collagenosis.'*'* The lesions 
appear to be identical; however, no 
isomorphic response has been seen 
in either of our patients over a total 
period of six years, whereas this phe- 
nomenon was present in all of the re- 
ported cases of reactive perforating 
collagenosis and was experimentally 
produced in one." All of the reported 
cases of reactive perforating collagen- 
osis began in infancy or early child- 
hood, as did our cases of general- 
ized perforating granuloma annulare. 
Only one"? of the previously reported 
cases of reactive perforating collag- 
enosis appeared to have a seasonal 
relationship and that was opposite 
the cases we are reporting; it im- 
proved during the warmer months. 
Histologically, the cases of Weiner" 
closely resemble ours with specific 
mention of necrobiotic material and 
granulation tissue in the upper cori- 
um. The microscopic description in 
the cases of Mehregan et al? and 
Bovenmeyer'* (both descriptions by 
Mehregan) includes vertically ori- 
ented collagen bundles as part of the 
extruding mass. This latter feature 
was not present in either of our cases. 
It is possible that the two conditions 
are the same disease, despite the dis- 


similarities mentioned above. Fur- 
ther careful histologic study and ob- 
servation of additional patients may 
clarify this in the future. 

We believe the appearance of gen- 
eralized perforating granuloma an- 
nulare is characteristic enough to be 
recognized clinically. Unless serial 
sections are made, the perforation 
may be easily overlooked histologi- 
cally. Some of the papules do not ap- 
pear to perforate as careful histologic 
examination of similar lesions did not 
always demonstrate perforation. The 
typical histologic picture of granu- 
loma annulare, however, was present 
at some point in each lesion on which 
a biopsy was done. 


` Joe Nettick, MD, Lake Jackson, Tex, referred 
case 1 and F. Rolando Vasquez, MD, Guatemala, 
Guatemala, referred case 2 to us for study. 

Robert G. Freeman, MD, reviewed the biopsy 
specimens from patient 1. 
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Microbicidal power of a BETADINE 
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in APOLLO 11/12/14 splashdowns 





The same broad-spectrum microbicidal power that was selected by NASA for decontamination 
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BETADINE SKIN CLEANSER 

for degerming the skin of patients with common pathogens, including Staph. aureus... helps prevent 
recurrence of acute inflammatory skin infections caused by iodine-susceptible bacteria...in 
pyodermas, it serves as a valuable topical adjunct to systemic antimicrobial therapy...its microbicidal 
action helps prevent the spread of infection in acne pimples. BETADINE Skin Cleanser, with 

its rich, golden lather, may be used routinely for general skin hygiene. 


BETADINE OINTMENT 
active against organisms commonly encountered in skin and wound infections, indicated in infected 


stasis ulcers, minor burns, and to prevent infection in lacerations and abrasions. It is water-soluble, 
nongreasy, nonsticky, and the treated area may be bandaged. 


BETADINE preparations are virtually nonirritating and do not stain the skin or natural fabrics. 
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1 oz. tubes and 16 oz. (1 Ib.) jars. 
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CAUTION: Federal law prohibits dispensing without a 
prescription. 

DESCRIPTION: Flurobate Gel 0.025% contains the 
active steroid compound betamethasone benzoate, the 
17-benzoate ester of betamethasone, having the chemi- 
cal formula of 9a-fluoro-118, 17, 21-trihydroxy-165- 
methylpregna-1, 4-diene-3, 20- dione 17-benzoate. Its 
chemical structure is: 
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Flurobate Gel contains betamethasone benzoate in a 
specially formulated gel base consisting of 13.8% (w/w) 
alcohol, carboxy-vinyl polymer, propylene glycol, di- 
sodium edetate, diisopropanolamine and purified water. 
The gel is self-liquefying, clear, greaseless and nonstain- 
ing. 

In this formulation the active ingredient is completely 
solubilized and remains in the clear film without crystalli- 
zation after evaporation of volatile substances. 
ACTIONS: Flurobate Gel is effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive action. 
INDICATIONS: Flurobate Gel (betamethasone ben- 
zoate) is intended for topical application for symptomatic 
relief and adjunctive management of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contrain- 
dicated in viral diseases of the skin, such as varicella 
and vaccinia. Topical steroids are contraindicated in 
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those patients with a history of hypersensitivity to any 
of the components of the preparation. 
This preparation is not for ophthalmic use. 


PRECAUTIONS: If irritation develops, the gel should be 
discontinued and appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection 
has been adequately controlled. 

If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of increased sys- 
temic absorption of the corticosteroid and suitable pre- 
cautions should be taken. 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, the safety of their 
use in pregnant females has not absolutely been estab- 
lished. Therefore, they should not be used extensively 
on pregnant patients, or in large amounts, or for pro- 
longed periods of time. 

Due to the alcohol content of the vehicle, Flurobate 
Gel (betamethasone benzoate) may cause mild, transient 
stinging without irritation if used on excoriated skin. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical cortico- 
steroids: burning sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruptions and hypopigmenta- 
tion. 

DOSAGE AND ADMINISTRATION: Apply to affected 
areas 2 to 4 times daily as needed. 

HOW SUPPLIED: Flurobate Gel is supplied in 15 gm 
and 60 gm tubes. 
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Letters to the Editor 


Bowen Disease of the Nail Bed 


To the Editor.—In July 1972, 
Coskey et al reported four cases of 
Bowen disease of the nail bed.' Only 
one other instance of this condition in 
the nail bed was previously reported 
in the world’s literature.” 

The purpose of this letter is to re- 
port an example of this disease and to 
point out the necessity for histologic 
examination of any suspicious lesion 
in this location. 


Report of a Case 


A 45-year-old white male truck driver 
was first seen in the Dermatology Clinic, 
Veterans Administration Hospital, Allen 
Park, Mich, on Oct 6, 1970. Five years 
previously, he had noted an “ingrown 
nail” on the medial aspect of the left index 
finger. Iodine tincture, rubbing alcohol, 
and ichthammol were applied; however, 
there was progressive loss of the nail plate 
and ulceration. He first consulted a physi- 
cian after the lesion had been present for 


Fig 2.— Replacement of the nail bed and nail matrix by a markedly 
thickened and dysplastic epithelium (hematoxylin-eosin, original mag- 


nification x 70). 
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Fig 1.—Granulomatous hypertrophic nail bed 
covered with pyogenic crust. 


six months. No biopsy was done. The pre- 
scribed medication showed no effect on the 
ulceration that was evident at one year. 
He consulted several other physicians dur- 
ing the next four years, all of whom gave 
conflicting diagnoses and various treat- 
ment modalities, including x-ray therapy. 
Examination of the left index finger 


revealed complete loss of the nail plate. 
The markedly hypertrophic nail bed ap- 
peared granulomatous and was covered 
with pyogenic crust (Fig 1). 

A clinical diagnosis of Bowen disease or 
squamous cell carcinoma of the nail bed 
was made. A longitudinal biopsy specimen 
of the nail bed extending into the nail 
matrix was taken. The histologic sections 
showed replacement of the nail bed and 
the nail matrix by a markedly thickened 
and dysplastic epithelium (Fig 2). The 
dysplastic epithelium showed marked ir- 
regularity in size and shape of cells and 
exhibited a number of cells with large and 
hyperchromatic nuclei. In addition, there 
were many mitotic figures and dyskeratot- 
ic cells (Fig 3). There were no areas of 
breakdown of the basement membrane or 
invasion of the corium. 

Radiologic examination of the involved 
digit showed no evidence of bony destruc- 
tion. The patient declined any further sys- 
temic work-up. 

Treatment consisted of an amputation of 
the finger at the midproximal phalanx. 
The man has had no recurrence or other 
signs of Bowen disease. 


Fig 3.—Dysplastic epithelium with marked irregularity in size and 


shape of cells. Cells with large and hyperchromatic nuclei, many mitotic 
figures, and dyskeratotic cells are present (hematoxylin-eosin, original 
magnification x 135). 
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Treatment of Bowen Disease of the Nail Bed 


Duration 
Before 
Diagnosis Site 


Patient's 


Author Age, Sex* 


Treatment 





Pardo- 
Costello? 
Pardo 


3 yr Left third 


Amputation 
finger 





Coskey 
et al! 


3 yr Left fourth 


Amputation 
finger 





5 yr Hallux 


Excision and 
graft 





3 yr Right second 


Excision 
finger 





5yr Left thumb, 


Refused 
right index 
finger 





Dieteman 
(present 
communication) 


*All patients were white. 


Comment 


Darier in August 1914, first report-. 


ed Bowen disease as "La dermatose 
précancéreuse de Bowen, dyskératose 
lenticulaire et en disques." We know 
that Bowen disease demonstrates the 
Borst phenomenon of epidermal inva- 
sion by squamous carcinoma produc- 
ing a carcinoma in situ.* It is a classi- 
cal example of epithelial dysplasia.* 
Bowen disease of the nail bed, eye, 
and other sites shows these histo- 
pathologic findings.*9 

Bowen disease of the nail bed is 

.rare and morphologically differs from 
Bowen disease of other skin areas. 
Significant clinical signs are destruc- 
tion of the nail plate and hypertro- 
phy of the nail bed. The nail matrix, 
periungual areas, and even the dor- 
sal aspect of the fingers may be in- 
volved. 7° 

The differential diagnosis includes 
verruca vulgaris, onychomycosis, 
granuloma pyogenicum, glomus tu- 
mor, subungual exostosis, keratoa- 
canthoma, squamous cell carcinoma, 
and amelanotic melanoma. 

The Table summarizes all the re- 
ported cases of Bowen disease of the 
nail bed and illustrates that the most 
successful treatment has been surgi- 
cal excision. Topically applied fluoro- 
uracil, or electrodesiccation and cu- 
rettage have been associated with 
recurrences.!%!! 

Chemosurgery can be used for ex- 
tensive lesions and for better cosmetic 
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5 yr Left index 





Amputation 
finger 


results (G. Mikhail, MD, oral com- 
munication, October 1972). 
Davip F. DigrEMAN, MD 
Allen Park, Mich 


Hermann Pinkus, MD, interpreted the histo- 
pathologic sections; Amir Mehregan, MD, as- 
sisted with the photomicrographs; and Barbara 
Defever, MD, permitted the use of the patho- 
logie material. 
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Reduced Amounts of Pyroglutamic 
Acid in Scales From Psoriatic Plaques 


To the Editor.—lnformation re- 
garding the metabolic handling of 
pyroglutamic acid (2-pyrrolidone-5- 
carboxylic acid) by the mammalian 
organism is scarce, and the physiolog- 
ical role of this substance is largely 
unknown. It constitutes the N-termi- 
nal residue of several biologically 
important peptides and proteins,! and 
small amounts of the D-isomer have 
been found in normal urine from 
humans? The questions concerning 
the biological role of pyroglutamic 
acid have recently attracted new at- 
tention. This is largely due to its sug- 
gested participation in the transport 
of amino acids-across membranes (“y- 
glutamyl cycius")? and to the recent 
discovery of a new inborn error of 
metabolism, characterized by the 
excretion of large amounts of pyro- 
glutamic acid in the urine.** 

A relatively high concentration of 
pyroglutamic acid in human epider- 
mis was demonstrated by Pascher$ in 
1956 and later confirmed by Laden 
and Spitzer,’ however, the lack of 
specificity of the methods used should 
be pointed out. The biological signifi- 
cance of the high level of pyrogluta- 
mic acid in epidermis is unknown. Át 
the pH level of skin, pyroglutamic 
acid exists almost exclusively in the 
salt form, which is highly hygroscop- 
ic. It has been claimed that pyroglu- 
tamate constitutes an important 
moistening factor of the skin.* 

Although the high pyroglutamate 
content of normal epidermis has been 
known for a long time, further inves- 
tigations on its relation to pathologic 
prosesses have not been carried out. 
The aim of the present investigation 
has been to determine the pyrogluta- 
mate content of normal stratum cor- 
neum and to compare this to the pyro- 
glutamate content of psoriatic scales. 
For this purpose we have developed a 


'sensitive and specific gas chromatog- 


raphic method for the determination 
of pyroglutamic acid in biological 
samples. A closely related compound, 
a-methyl pyroglutamic acid, was 
used as internal standard. 

Normal horny layer was collected 
from pérsons without skin disorders 
by scraping the skin on the front side 
of the thighs with a surgical scalpel. 
Callus was obtained from the soles of 
the feet. Psoriatic scales were collect- 
ed from patients admitted to the De- 
partment of Dermatology, Rikshospi- 
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talet, before treatment was started. 
After homogenization of the samples, 
continuous extraction with distilled 
water was carried out for 15 hours. 
Methylation was accomplished with 
diazomethane, and gas chromatogra- 
phy was used for quantitative deter- 
mination. The identity and homo- 
geneity of the pyroglutamic-acid 
methyl-ester peak was éstablished by 
means of mass spectrometry. The gas 
chromatographic method of Westley 
and Halpern? (separation of diaster- 
eoisomers) was used to demonstrate 
that the pyroglutamic acid in the ex- 
tracts was present as the L-isomer. 
The results of the investigation are 
shown in the Table. There is a strik- 


ing difference between the pyrogluta- 


mate content of the normal horny 
layer and that of psoriatic scales, the 
concentration in the former exceed- 
ing that in the latter by a factor of 
nearly ten. There is no significant 
difference between the pyrogluta- 
mate content of horny layer from 
normal skin and that of the horny 
layer from unaffected skin of psoriatic 
patients. The concentration in callus 
is in the same range as that in normal 
horny layer. 

A few investigations on other kinds 
of pathologic horny material 
(ichthyosis vulgaris, pustulosis pal- 
moplantaris) have also shown a re- 
duced content of pyroglutamic acid. 
So this abnormality does not seem to 
be specific for psoriasis. 

Many biochemical differences have 
been found between the water soluble 
components of psoriatic scales and 
normal stratum corneum.?. Compared 
to the normal horny layer, psoriatic 
scales have (1) increased soluble pro- 
teins; (2) high sulfhydryl content; (3) 


F low free amino nitrogen; (4) elevated 


pentoses; (5) high total phosphate; (6) 
increased uracil, and (7) increased 
mucopolysacharides. To these abnor- 
malities, a low pyroglutamate con- 
tent now can be added. 

In view of the low free amino nitro- 
gen content of psoriatic scales, it is 
not so surprising to find a reduced 
level of pyroglutamic acid. However, 
the decrease in free amino nitrogen 
and pyroglutamic acid do not paral- 
lel each other. Compared to the nor- 
mal horny layer of skin, the free ami- 
no nitrogen of psoriatic scales is re- 
duced by a factor of two,!?!! whereas 
this factor is nearly ten for pyroglu- 
tamic acid. 

Since the metabolic origin and sig- 
nificance of pyroglutamic acid in epi- 
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L-Pyroglutamic Acid in 
Cornified Epithelia* 


Type of Skin Mean + SD 


Horny layer 
from normal 
skin (9) 

Psoriatic 
scales (16) 

Callus (4) 

Horny layer 
from unaffected 
skin of 
psoriatic 
patients (6) 


Range 


16.145.2 7.5-22.3 


12.9-22.3 


11.6-28.5 





*Milligrams per gram of fresh tissue. Numbers 
of samples analyzed appear in parentheses. 


dermis are unknown, further investi- 

gations are required before any con- 

clusions can be reached regarding the 

low pyroglutamate content of psoriat- 

ic scales. : 
Sverre MARSTEIN, MD 
EGIL JELLUM, PhD 
LonENTZ ELDJARN, MD 
Oslo, Norway 


Prof George Rajka, Department of Dermatology, 
Bikshospitalet, provided -the pathologic skin 
specimens. 
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Allergic Contact Dermatitis to 
Vitamin E Aerosol Deodorant 


To The Editor. — We have recently 
seen three patients with allergic con- 
tact dermatitis to vitamin E aerosol 
deodorant. 


Report of Cases 


Case 1. — An 18-year-old white man first 
used vitamin E deodorant on Dec 24, 1972. 
The following day he noted pruritus and 
erythema of the axillae extending onto the 
proximal medial aspects of the upper ex- 
tremities and onto the thorax. His erup- 
tion had almost subsided by the 28th of 
December 1972, when he used the deodor- 
ant again. Within 24 hours, he noted se- 
vere pruritus and erythema. By 48 hours, 
he had developed vesiculobullous lesions 
that progressed and extended over the fol- 
lowing week. The patient was essentially 
incapacitated for two weeks, and his erup- 
tion took a total of three weeks to clear. 
The patient denied any known contact 
with vitamin E prior to his acute dermati- 
tis. 

Case 2.— A 22-year-old white man was 
seen in the Dermatology Clinic at Irwin 
Army Hospital, Fort Riley, Kan, with 
acute dermatitis of both axillae. He had 
been using vitamin E aerosol deordorant 
for three weeks prior to the onset of his 
eruption. 

Case 3.—A 16-year-old white boy had 
used vitamin E deodorant for two weeks 
prior to developing an erythematous, pru- 
ritic dermatitis involving the axillae, 
medial upper extremities, and the lateral, 
anterior, and posterior portions of the 
chest wall. His eruption cleared in nine 
days after discontinuing the use of the 
deodorant. 


Comment 


Vitamin E aerosol deodorant con- 
tains dl-alpha tocopherol, silicone, 
anhydrous alcohol, and perfume. All 
three patients were patch tested to 
these ingredients, as supplied by the 
manufacturer, and showed the follow- 
ing results at 48 hours. Anhydrous 
alcohol was 0; anhydrous alcohol, vi- 
tamin E, 44; anhydrous alcohol, per- 
fume, 0; anhydrous alcohol, silicone, 
0; anhydrous alcohol, vitamin E, per- 
fume, 4+; anhydrous alcohol, vitamin 
E, silicone, 4+; anhydrous alcohol, 
perfume, silicone, 0; anhydrous alco- 
hol, perfume, silicone, vitamin E, 4+; 
and production sample, 4+. Concen- 
tration of vitamin E oil in patch test © 
materials was 4%, and in the produc- 
tion sample it was 1%. 
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Two of the three patients were 
patch tested to dl-alpha tocopherol 
acetate as supplied by our hospital 
pharmacy in capsule form and were 
negative at 48 hours. One patient was 
patch tested to a mixture of alpha, 
beta, gamma, and delta tocopherol 
(nonacetate form) and was 2+ posi- 
tive at 48 hours. Two controls were 
patch tested to the materials supplied 
by the manufacturer and were nega- 
tive at 48 hours. 

There are eight known naturally 
occurring tocopherols. Alpha tocoph- 
erol has the greatest biologic activity 
and comprises 90% of all tocopherols 
in animal tissues. Its primary func- 
tion appears to be that of an antioxi- 
dant, particularly in lipid metabo- 
lism.! . 

In 1922, Evans and Bishop discov- 
ered an essential substance needed 
for animal reproduction.? Subsequent 
investigators confirmed its essential 
nature and named it vitamin E. In 
the past 50 years, investigation has 
revealed some of the vitamin's se- 
crets. Many claims have been made 
for its therapeutic effectiveness, but 
there still remains no absolute proof 
of therapeutic value or a well-defined 
deficiency syndrome. In 1967, an edi- 
torial was written in JAMA titled 
“Vitamin in Search of a Disease.” We 
think we have found one. 

To our knowledge, allergic contact 
dermatitis to vitamin E oil has been 
extremely rare. Brodkin and Bleiberg 
reported a case* to a skin cream 
(Tashan), which contains a synthetic 
alpha tocopherol. Minkin et al? re- 


ported three cases to vitamin E aer- 


osol deodorant; however, patch test 
data were not included. The manufac- 
turer stopped distribution of this 
product in early April, which would 
suggest that they have had a number 
of complaints. The product, to our 
knowledge, has not been withdrawn 
from the retail market. 

Case 1 is interesting in that the 
patient developed dermatitis after 
the first exposure. How he became 
sensitized to the molecule is un- 
known. It is unlikely that sensitiza- 
tion occurred by oral ingestion. 
None of the three patients - has 
had symptoms associated with oral 
ingestion. 

LTC Jonn L. AguING, MC 
Denver 

MAJ Peter J. PANAGOTACOS, MC 
Fort Riley, Kan 

MAJ ROBERT J. ANDREOZZI, MC 
Denver i 
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The opinions or assertions contained herein 
are the private views of the authors and are not 
to be construed as official or as reflecting the 
views of the Department of the Army or the De- 
partment of Defense. 
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Herpes Simplex of Penis and Anus 


To the Editor.—Recently at the 
University of California Medical 
Center, San Francisco, we saw a 23- 
year-old man who had developed type 
1 herpes simplex virus (HSV) infec- 
tion of the penis and anus following 
orogenital sexual contact with a part- 
ner who had “cold sores" at the time 
of contact. This mode of transmission 
may produce HSV lesions of a differ- 
ent antigenic type than is usually 
found in the genital area and should 
be considered in the differential diag- 
nosis of genital and perianal herpetic 
eruptions. 

At the time of examination, our 
patient had multiple 2- to 3-mm ten- 
der, grouped vesicles on an erythema- 
tous base about the penile corona, the 
distal shaft of the penis, and the per- 
janal area. Tender, left inguinal lym- 
phadenopathy was present. The his- 
tory revealed that the patient had 
had orogenital sexual contact five 
days prior to appearance of the le- 
sions and ten days before coming to 
the Dermatology Clinic. The patient 
denied prior similar lesions of his 
genitalia or mouth. He did, however, 
note that his male partner com- 
plained of "cold sores" in his mouth at 
the time of contact. Fluid from an 
intact penile vesicle was placed into 
tissue culture and HSV was isolated. 
The isolate was further identified as 
type 1 by Dr. Andre J. Nahmias at 
Emory University in Atlanta. Sera 
samples for complement fixation that 
were taken during the acute and con- 
valescent stages of HSV demonstrat- 
ed a fourfold increase in anti-HSV 
titer, confirming the clinical impres- 
sion of a primary herpetic infection. 
The patient was treated symptomati- 


cally and recovered uneventfully 
within two weeks. 

Evidence for two antigenic types of 
herpes simplex virus, types 1 and 2, is 
now well known. In studies of HSV 
genital isolates, a preponderance of 
antigenic type 2 is found (Prog Der- 
matol 4:7, 1969: Br J Vener Dis 45: 
294, 1969). A recent review reported 
only two of 92 male patients and sev- 
en of 171 female patients had genital 
infections caused by antigenic type 1 
HSV (Perspect Virol 17:73, 1970). 
Close contact is an important factor 
in the transmission of HSV, especial- 
ly in the venereal transmission of 
type 2 infections following sexual in- 
tercourse. This case report documents 
another method of transmitting type 
1 infections—orogenital sexual con- 
tact. : 

Speculation as to why type 1 is so 
infrequently found in the genital area 
involves variancés in the virus or the 
body sites, or both. Possibly, however, 
itis nothing more complicated than a 
lower rate of exposure in the genital 
area. 

RosERT D. HuTTON, MD 
SAMUEL J. STEGMAN, MD 
San Francisco 


Pyoderma Gangrenosum and 
Leukemia 


To the Editor.—The excellent arti- 
cle by Drs. Perry and Winkelmann on 
bullous pyoderma gangrenosum and 
leukemia in the ArcHtves (106:901, 
1972) prompts us to report a case of 
ours. In this case, there has been re- 
cent development of pyoderma gan- 
grenosum while the patient was re- 
ceiving treatment for acute lympho- 
blastic leukemia. The lesions, which 
were resistant to most drugs, eventu- ' 
ally cleared up with administration of 
rifampin. 


Report of a Case 


A 13-year-old Chinese schoolgirl was 
found to have acute lymphoblastic leuke- 
mia in September 1971. She was anemic, 
but was otherwise well. There was a hepa- 
tomegaly of 3 cm below the right costal 
margin. The other organs were not en- 
larged. Hematologic studies showed the 
following results: total red blood cell 
count, 3 million/eu mm; hemoglobin, 9.0 
gm/100 ml; total leukocyte count, 26,700/ 
cu mm, with 63% blast cells, 31% lym- 
phocytes, and 646 neutrophils; platelet 
count, 20,000/cu mm; reticulocyte count, 
2%; packed cell volume, 28%; erythrocyte 


Letters to the Editor 


sedimentation rate (Westergren method), 
88 mm/hr; and bone marrow findings were 
consistent with those of acute lymphoblas- 
tic leukemia. 

She was then treated with orally admin- 
istered prednisolone, 60 mg/day; metho- 
trexate, 5 mg/day; and mercaptopurine, 75 
mg/day. By the third week, there was a 
clinical and hematologic response. She 
regained her weight and appetite, and the 
hemoglobin level rose to 11.0 gm/100 ml. 
The total leukocyte count dropped to 
3,700/cu mm, and no blast cells were seen 
in the peripheral blood film smear. 

For the next ten months, she remained 
in good health with maintenance doses of 
the three drugs mentioned before. 

In July 1972, the patient was readmit- 
ted because of multiple chronic painful 
ulcers on her face, trunk, and limbs that 
had been present for a month’s duration. 
At first, the skin lesions were present on 
the legs, but later they spread to the 
trunk, back, and parts of the face. Each 
started as a small discrete vesicle, which 
rapidly became a pustule. Ulcers were 
formed when the pustules ruptured spon- 
taneously. These increased in size and 
healed with difficulty. They were accompa- 
nied by intermittent pyrexia, severe pain 
over the sites, and generalized malaise. 
Diarrhea, joint pain, and other symptoms 
were not present. Some ulcers were small, 
while some measured over 10 cm in diame- 
ter with an irregular outline, a ragged 
bluish-red overhanging edge, an erythem- 
atous swollen burrowing crater, and a ne- 
crotic base. Some healed with pitted scars. 
Occasionally, fresh crops of vesiculopustu- 
lar rash would appear over the normal 
skin and begin to ulcerate. Hematologic 
investigations revealed that her leukemic 
activity was in complete remission with a 
hemoglobin value of 10.5 gm/100 ml, a 
total leukocyte count of 3,200/cu mm, and 
an absence of any blast cells in the periph- 
^ eral blood film smear. Blood cultures were 
sterile, but swabs taken from the ulcers 
grew Pseudomonas pyocyaneus, which was 
sensitive to most antibiotics. There were 
no lupus erythematosus cells, rheumatoid 
arthritis factor, or antinuclear antibody 
factor. Serum immunoglobulin levels 
(IgG, IgA, and IgM) were normal. Inclu- 
sion bodies were not detected in the ve- 
sicular fluid, and a skin biopsy specimen of 
the ulcer revealed extensive necrosis of 
the epidermis and upper dermis consistent 
with that of pyoderma gangrenosum. 

Since her ulcer deteriorated with the 
increasing dosage of orally administered 
prednisolone, the dosage was rapidly re- 
duced. At the same time, she began receiv- 
ing treatment with intramuscularly ad- 
ministered ampicillin sodium and genta- 
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micin sulfate. The ulcers were dressed 
with chlorinated lime and boric acid 
(Eusol) and hydrogen peroxide. Orally ad- 
ministered cloxacillin sodium monohy- 
drate was later added to the regimen when 
no healing was observed a week after the 
combined treatment was started. It was 
decided to treat her with orally adminis- 
tered salicylazosulfapyridine, 0.5 gm at six 
hourly intervals for a week, when the 
combination of the three drugs failed after 
a three-week trial. No effect was noted 
with this drug either, and the ulcers were 
spreading actively and causing her agoniz- 
ing pain and discomfort. 

Orally administered rifampin, 600 mg 
daily in divided doses, was then pre- 
scribed, for it has antibacterial as well as 
antiviral properties. Rapid healing of most 
of the chronic ulcers was observed about 
10 to 15 days later. The skin lesions were 
completely cleared by the fourth week, 
although rifampin treatment was stopped 
after the tenth day because she started to 
vomit and was found to have jaundice due 
to the drug-induced hepatitis. The hepati- 
tis subsequently cleared up within two 
weeks spontaneously. 


Comment 


Pyoderma  gangrenosum occurs 
commonly in patients with ulcerative 
colitis, rheumatoid arthritis, suppu- 
rative lesions such as lung abcesses, 
and malnutrition and in patients 
with a defective immune response, 
such as those with leukemia, as re- 
ported by Drs. Perry and Winkel- 
mann. The lesions in our patient 
could have been brought about by the 
long-term administration of cortico- 
steroid and cytotoxic drugs, for she 
was experiencing remission from the 
leukemic process. Since there was no 
evidence of deficiency of the serum 
immunoglobulins, the disease was 
most likely caused by a depression of 
the cell-mediated immunity. Bacteri- 
al or viral infections could have pre- 
cipitated and perpetuated the pyoder- 
ma gangrenosum in this patient, 
though there was no proof of their 
presence. The finding of Pseudomo- 
nas infection in the ulcers suggests a 
secondary bacterial invader, since 
administration of wide-spectrum an- 
tibiotics failed to cure the ulcers. 

Since most antibacterial antibiot- 
ics, including  salicylazosulfapyri- 
dine, could not induce a remission, I 
resorted to rifampin because of its 
antibacterial as well as antiviral 
activities. Earlier, Gay and his co- 


workers had reported viral agents 
similar to varicella in their patients 
(Hautarzt 17:26, 1966). More recently, 
Subak-Sharpe and co-workers found 
that rifampin has an inhibitory effect 
on the growth of vaccinia virus in 
addition to its antibacterial effects 
(Far East Med J 7:83, 1971). Hence, 
this drug was administered to this 
patient who showed marked recov- 
ery from pyoderma gangrenosum. 
Whether this drug will have an 
equally good response in other pa- 
tients with the same disease remains 
to be seen. Certainly, it is worth a try 
when all else fails and one must con- 
sider the possibility to toxic side-ef- 
fects, such as the drug-induced hepa- 
titis seen in this case. 

C. H. Tav, FRCP 

Singapore 


Multiple Actinic Keratoses 
of the Forehead 


To the Editor. —I believe the follow- 
ing observation may be of interest to 
your readers. 

A 50-year-old physician who had 
multiple actinic keratoses of the fore- 
head was treated with topical appli- 
cations of 2% fluorouracil. Six full 
weeks of treatment produced only 
minimal inflammatory changes and 
essentially no improvement in his 
condition. During this period, he had 
been taking prednisone for dermato- 
myositis in doses ranging from 35 to 
20 mg/day. Presumably the steroid 
blocked the inflammatory response. 

It was originally thought that topi- 
cally applied fluorouracil exerts its 
selective effect on actinic keratoses 
through an action analogous to its 
systemic action, ie, through inhibi- 
tion of thymidine synthesis and ulti- 
mately of DNA synthesis, and that 
the inflammatory effect is more or 
less incidental. Apparently, however, 
the inflammatory reaction is essen- 
tial for improvement. While the mode 
of action is not fully understood, most 
people involved in basic research on 
the topical application of fluorouracil 
are apparently convinced that it is 
not analogous to its systemic action. 

In any case, at this point it seems 
worth noting that patients taking 
substantial doses of systemically 
administered corticosteroids will 
probably have a poor response to 
treatment of actinic keratoses with 
topically applied fluorouracil. 

JAMES T. VAIL, JR., MD 
Summit, NJ 
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A Note on Medical History 


To the Editor.—Since a consider- 
able number of dermatologists are 
interested in medical history, I wish 
to call the attention of the readers of 
the ARCHIVES to a very interesting 
and dermatologically significant in- 
augural dissertation from the Chris- 
tian-Albrechts University of Kiel in 
West Germany (1969). A copy of it 
was obtained from the author, Dr. 
Walther Dann, through the efforts of 
Dr. Robert Rosenthal of St. Paul. The 
title describes the nature of the the- 
sis: The Illustration of Cutaneous Dis- 
eases from the Beginning of Modern 
Dermatology Until the End of the 
Nineteenth Century. The author’s 
stated goals were to provide as com- 
pletely as possible a list of 19th centu- 
ry dermatologic atlases and of a few 
relevant monographs, to describe 
their techniques of illustration, and 
to relate them with the development 
of dermatology. The principal com- 
mentary of the dissertation is divided 
into three periods of technical devel- 
opment of illustrative techniques. 
Also of interest is the attention given 
the historical relevance of these at- 
lases and texts to the initial develop- 
ment of modern dermatology. Final- 
ly, Dr. Dann has listed the known art- 
ists involved in their publication. 

The three periods considered by the 
author are those of copper engraving 
(1790-1840), lithography (1840-1890), 
and photography (1865-1900). He 
briefly describes these methods and 
also comments on the applications of 
color. Although dermatologic illus- 
tration in publications had been of- 
fered earlier than 1798, Dann de- 
scribes Willan’s Description and 
Treatment of Cutaneous Diseases 
(1798) as the “first large dermatologi- 
cal work with good illustration,” 
speaks of it as “the beginning of mod- 
ern dermatology,” and comments on 
it in considerable detail. Bateman’s 
Delineation of Cutaneous Diseases 
(1815-1817) is regarded as its most 
successful augmentation. Among 
other works of the first period, which 
were regarded as highly significant 
by Dann, are those of Alibert (which 
was folio rather than quarto, more 
costly, and therefore less practical), 
Rayer (whose plates of the French 
edition were utilized also for the Eng- 
lish), and Cazenave. 

Characteristic of the second 
(lithographic) period were the works 
of Worcester (technically inferior), 
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Neligan (who first utilized chromlith- 
ography over a photographic base), 
and Hebra’s massive Aflas of Cuta- 
neous Diseases, which emphasized the 
necessity of illustration for effective 
dermatologic teaching. Dann compli- 
ments highly the work of Hutchinson 
in preparation of the New Sydenham 
Society’s technically excellent copies 
of Hebra’s Atlas. This era was com- 
pleted by the three-language massive 
series of illustrations provided by 
Morris, Unna, Duhring, and Leloir, 
some of whose plates benefited from 
the application of photographic tech- 
niques of the next era. This series had 
a new and different goal, that of 
illustrating individual examples of 
rare and previously unillustrated 
diseases. 

Squire (1865) was the first to utilize 
successfully only photographic tech- 
nique (“photographs, colored from 
life”). George Henry Fox’s photo- 
graphic illustrations of skin diseases 
(1881) and of cutaneous syphilis 
(1881), with the use of hand-coloring, 
were the American epitome of the 
era. These are familiar to most Amer- 
ican dermatologists. However, Dann 
regards van Haren Nomans as the 
master of dermatologic photographic 
artistry and technical skill of the pe- 
riod. 

In more philosophic tone, Dann dis- 
cusses the timely combination in the 
19th century of rapid development of 
dermatologic interests and knowl- 
edge and the advances of techniques 
and skils in the illustrative art 
and industry. This combination leads 
to increasingly effective teaching, 
which derived basically from Willan's 
and Hebra's emphasis on the mor- 
phologic aspects of dermatology and 
which served well the needs of that 
century. 

The author includes lists of 54 pri- 
mary and 41 secondary references 
and what appears to be the first at- 
tempt at extensive identification of 
the delineators and painters, etchers 
and engravers, and lithographers, to 
a total of 81, who are known to have 
contributed worthily to the advance- 
ment of dermatologic illustration. I 
regard it as unfortunate that since 
1969 I cannot identify any contribu- 
tion of Walther Dann to historical 
dermatology, but we may hope that 
he is continuing his work and that 
dermatology willsee further evidence 
of his interests and abilities. 

Francis W. Lync, MD 
St. Paul 


Neurofibroma and Nevoid 
Basal Cell Carcinoma 


To the Editor. -In a recent article, 
Knight et al! report the occurrence of 
a basal cell carcinoma and a malig- 
nant melanoma in a patient with 
neurofibromatosis. The authors em- 
phasize the possibly increased inci- 
dence of other cutaneous neoplasms 
in neurofibromatosis. This view 
might be supported by the fact that 
the association of neurofibroma with 
nevoid basal cell carcinoma has been 
described in some patients, two of 
which I have observed. 


Review of Cases 


CasE 1.—In 1938, Halter? reported the 
case of a 38-year-old man with basal cell 
carcinomas of the face and trunk, and 
slight kyphoscoliosis. The patient had, in 
addition, a neurofibroma and two café au 
lait spots; one of the spots covered a large 
area of the body. 

CasE 2. —In 1940, Carol et al? reported 
the cases of a mother and daughter who 
were suffering from neurofibromatosis and 
congenital heart-block. Multiple nodular 
alterations on the face and elsewhere on 
the body were classified clinically as “atro- 
phodermia vermiculata,” though histolog- 
ic examination revealed multiple syringo- 
hamartoma. Twenty years later, De Groot 
et al’ reported that both patients had to 
undergo plastic surgery for multiple basal 
cell carcinoma of the face. In addition, the 
mother had undergone amputation of a leg 
for malignant degeneration of a neurofi- 
broma in the popliteal space. 

Case 3.—In the case reported by Lau- 
gier et al? a patient affected with the ne- 
void basal cell carcinoma syndrome had a 
large cystic lesion of the jaw. This lesion 
was diagnosed histologically as a neurofi- 
broma. £ 

Case 4.—We have observed a 43-year- 
old patient who had various anomalies 
that suggested he had nevoid basal cell 
carcinoma syndrome.^ A solitary basal cell 
carcinoma, which had grown on the back 
since childhood, two neurofibromas on the 
head and the neck, and a fibroma of the 
buccal mucosa were excised. In this case, 
we found a high frequency of spontaneous 
chromosomal breakage in lymphocyte and 
fibroblast cultures. The patient had a fam- 
ily history of cancer; we presumed the 
chromosomal aberrations to be correlated 
with the patient’s increased susceptibility 
to neoplastic transformation. 

Case 5.— We examined a 71-year-old 
man’ who had the following signs and 


: symptoms of nevoid basal cell carcinoma 


syndrome: multiple basal cell carcinoma, 
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we | 


palmar pits, epidermoid cysts, giant come- 
dones, and vertebral malformations. One 
of the cutaneous tumors was soft and skin- 
colored and was diagnosed histologically 
as a neurofibroma. No chromosomal aber- 
rations were found in this patient. 


Comment 


A further case of nevoid basal cell 
carcinoma in association with neuro- 
fibroma has been reported by van 
Dijk and Sanderink.? However, if one 
compares the clinical data, it seems 
likely that the same patient has been 
described previously by Carol et al? If 
this case and the short case report of 
Halter? are excluded, there remain 
five cases of neurofibroma associated 
with basal cell carcinoma of nevoid 
origin. Furthermore, Gerber? has 
reported the occurrence of these two 
neoplasms in the same family. These 
case reports may, perhaps, indicate 
a hitherto unknown common trait in 
the pathogenesis of neurofibroma and 
nevoid basal cell carcinoma. 

Ruporr HAPPLE, MD 
Münster, West Germany 
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Bleaching of Hair After Use of 
Benzoyl Peroxide Acne Lotions 


To the Editor.— A 15-year-old white 
girl came under our care for severe 
acne vulgaris with involvement of the 
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forehead in January 1973. She was 
treated with tetracyline orally, and a 
benzoyl peroxide lotion was pre- 
Scribed to be used at bedtime. In the 
course of her treatment, two different 
trademarked preparations of benzoyl 
peroxide were used. Both contained 
5% of the benzoyl peroxide. 

On her last visit, June 20, 1973, 
this young girl with dark brown hair 
showed definite bleaching of the hair 
at the anterior scalp margin. Not only 
the scalp hair but the eyebrows were 
bleached almost white. The mother of 
this patient thought that her daugh- 
ter had had it done deliberately at a 
beauty parlor, but this was vehe- 
mently denied by the patient and we 
certainly believed ker. 

We have not previously seen such a 
side-effect, nor have we heard of any 
reports of bleaching of the hair by the 
use of this agent. 

Benzoyl peroxide has been in use 
industrially for many years mainly as 
a bleaching agent, especially in the 
bleaching of flour. It is a highly un- 
stable compound, subject to auto- 
combustion and explosion. It cannot 
be shipped unless it is dissolved in at 
least 30% water. 

We would like to hear from other 
dermatologists whc may have had a 
similar experience. 

JACOB BLEIBERG, MD 
Rocer H. Bropxin, MD 
ALBERT A. ABBEY, MD 
Irvington, NJ 


Macular Amyloidosis 


To the Editor.—“Macular amyloi- 
dosis” is an accepted nosologic entity. 
The usual clinical finding is reticulat- 
ed hyperpigmentation over the scapu- 
lar regions that may extend to the 
arms. Recently, we have encountered 
a patient with macular amyloidosis 
involving practically the whole skin 
surface. Because of the extensiveness 
of involvement, this case may be in- 
teresting. 


Report of a Case 


A 48-year-old Syrian man had diffuse 
hyperpigmentation of 11/2 years’ duration. 
He had no complaints and no pruritus. 

Physical examination revealed a 
healthy looking man with diffuse macular 
hyperpigmentation involving the face, 
neck, trunk, and extremities. The lesions 
were more prominent on the forearms 
where a great number of hyperpigmented 
micropapules were also seen. Over the 





trunk and proximal parts of the extremi- 
ties, the pigmentation was less pro- 
nounced and showed a reticulate and rip- 
pling pattern. Three scars were noted on 
the abdomen. The rest of the examination 
was essentially negative. 

Laboratory investigations included a 
complete blood cell count and urinalysis; 
the results of both were within normal 
limits. Fasting blood glucose, blood urea 
nitrogen, and total serum protein values; 
albumin-globulin ratio; immunoelec- 
trophoresis; and serum sodium, potassium 
and alkaline phosphatase values were 
within normal limits. The uroporphyrin 
value was less than 5yg/24 hr. A skin 
biopsy specimen showed amyloid deposits 
in the dermal papillae and upper dermis. 
No amyloid deposits were seen in a rectal 
biopsy specimen. 


Comment 


Macular amyloidosis is most fre- 
quently seen on the trunk. Other sites 
of involvement include the shins, 
thighs, buttocks, and upper extremi- 
ties. Extensive lesions on the trunk, 
with areas of hyperpigmentation on 
the extensor aspects of the upper 
arms or forearms, were noted in 
three of the patients reported by 
Black and Wilson Jones (Br J Der- 
matol 84:199, 1971). One of the pa- 
tients described by Brownstein and 
Hashimoto in the Arcuives (106:50, 
1972) had a similar but less exten- 
sive distribution. The diffuse involve- 
ment in our patient is striking. All 
the investigations that were done 
failed to reveal any systemic connec- 
tion. It is suggested that macular 
amyloidosis be included in the dif- 
ferential diagnosis of diffuse macular 
hyperpigmentation. 

SHUKRALLAH ZAYNOUN, MD 
MonaMMaAp Erari, MD 
AMAL KURBAN, MD 
Beirut, Lebanon 


Correction 


The First Publication. —In 
the article, “Lichenoid Tissue 
Reactions,” published in the 
June ARCHIVES (107:840-846, 


1973), an error occurred. On 
page 848, column 3, lines 21 
and 22 should read “has been 
described already in the first 
publication,” not "in my first 
publication.*'" 
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Cordran 
(flurandrenolide) — 
Cream FIRST: 


Cordran Cream, Half Strength, is one of 
the most economical topical corticoster- 
oids available for maintenance — 
therapy of widespread or chronic 

lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. 
Patients rub a small quantity of the 

cream into the affected area two or yege 
times daily. ; f 


The cream has a specially formulated 

base that provides penetrating action. 

It leaves a smooth, pleasant-feeling film 

on the skin. Since it is nonwaxy, there. ey 
is no heavy residue. 

For control in acute dermatoses... 

use full-strength Cordran Cream. 


Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia - 
and varicella and in patients with a 
history of hypersensitivity to any of their 
components. 

Additional information suatfabia. to the 
profession on request. Eli Lilly and 
Company, Indianapolis, Indiana 46206. 


*Responsive to topical corticosteroids. 

1/n the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. * 


See next page for prescribing information. 


 Cordran Cream 
(flurandrenolide) 
If a dermatosis will respond to a topical corticosteroid, 
“it should respond to Cordran 





If a dermatosis will respond to a topical 
corticosteroid, it should respond to Cordran® 


Description: Cordran® (flurandrenolide, Lilly) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluoro-16a-hydroxyhydrocortisone 16, 17-ace- 
tonide. 

Each Gm. of Cream Cordran contains 0.5 
mg. (0.05 percent) or 0.25 mg. (0.025 percent) 
flurandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cety! alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzyl alcohol, and purified water. 


Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 


Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial therapy, full-strength (0.05 percent) prep- 
arations of Cream, Ointment, or Lotion Cor- 
dran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas. 


Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 


Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

Ín the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technic is used, there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 

Acneform eruptions 

Burning 

Dryness 

Folliculitis 

Hypertrichosis 

Hypopigmentation 

Irritation 

Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin 

Miliaria 

Secondary infection 

Skin atrophy 

Striae 


Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 
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be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 


Use with Occlusive Dressings 
The technic of occlusive dressings (for man- 
agement of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in a bath will help soften the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap", or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7.In more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings— Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restricted. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, lesions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature occurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran® 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 

Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 

Lotion Cordran® (flurandrenolide, Lilly), 
0.05 percent, in 15 and 60-ml. plastic squeeze 
bottles. [071072] 
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TRIAMCINOLONE HEXACETONIDE (mg perce) 


The hexacetonide ester of the potent glucocorticoid triamcinolone... 


the most useful potency (5 mg. per cc.) 


* lesions respond to intralesional dosage of 0.5 mg. or less per square inch 
* indicated in intralesional or sublesional therapy of cystic acne, alopecia areata, sebaceous cysts, 
nummular eczema, keloids, lichen planus, lichen simplex chronicus, discoid lupus erythematosus, 


neurodermatitis, and psoriasis 


the most useful package size (5 ce. in a 12.5 cc. vial) 


* over-sized vial facilitates addition of diluents 


low solubility resulting in slow absorption from injection site 


COMPARATIVE SOLUBILITY OF INJECTABLE CORTICOIDS 


Dexamethasone phosphate .............. 
Triamcinolone acetonide ........ T 

Betamethasone acetate ............. 
Methylprednisolone acetate .......... 
Prednisolone tertiary butyl acetate ...... 
ARISTOSPAN Triamcinolone Hexacetonide . 
(Based on data on file at Lederle Laboratories) 





Percentage solubility in water at 25° C. 





DESCRIPTION: A suspension containing 5 mg./cc. of micronized triam- 
cinolone hexacetonide in the following inactive ingredients: Polysorbate 

80 USP 0.20%, w/v; Sorbitol solution USP 50.00% v/v; Water for Injection 
q.s. 100.00"; v. Preservative: Benzyl Alcohol 0.90%, w/v. 


CONTRAINDICATIONS: Do not give intravenously. (Absolute) Active, 
latent or questionably healed tuberculosis; ocular herpes simplex; acute 
psychosis. Hypersensitivity to any component. (Relative) Active peptic 
ulcer; acute glomerulonephritis; myasthenia gravis; osteoporosis; fresh 
intestinal anastomoses; diverticulitis; thrombophlebitis; psychic disturb- 
ances; diabetes mellitus; hyperthyroidism; acute coronary artery disease: 
hypertension; limited cardiac reserve; local or systemic (including fungal 
and exanthematous) infections; pregnancy, particularly during the first 
trimester; when previous injections have produced local atrophy; in the 
presence of infection in or near the dermatologic lesions to be injected. In 
above, consider the risks against anticipated gains. 


WARNING: Unilateral blindness has been reported following steroid injec- 
tion in the scalp (extremely rare). Weigh possible benefits against possible 
risks when injecting into facial or scalp region. 


PRECAUTIONS: Upon anaphylactoid or other severe reactions or idiosyn- 
crasy, discontinue therapy; take proper measures. Withdraw gradually after 
prolonged treatment. When patients on ARISTOSPAN, or up to two years 
after discontinuance, are subjected to unusual stress (trauma, surgery), 
consider use of a soluble corticosteroid. Corticosteroid therapy may obscure 
symptoms of developing infection; if it occurs, treat appropriately. Growth 
suppression of children is possible during prolonged use. Corticosteroid 
therapy provides symptomatic treatment and does not obviate the need for 


conventional measures. INTRALESIONAL, SUBLESIONAL USE: Over- 
dosage (single, or repeated injections into the same intralesional site) may 
produce local subcutaneous atrophy, delaying recovery for several months. 
Avoid entering a blood vessel. 


ADVERSE REACTIONS: INTRALESIONAL, SUBLESIONAL: (Most 
troublesome) Subcutaneous atrophy at injection site (usually due to 
frequency of injection, overdosage, inadequate dilution, too great a volume). 
LOCAL EFFECTS: abscess, erythema, pain, swelling, necrosis, intradermal 
calcification at injection site, hypopigmentation, hyperpigmentation. 
SYSTEMIC EFFECTS: infrequent, but possible: depression of appetite 

(in contrast to voracious appetite ordinarily encountered with other gluco- 
corticoids; mood depression (most common corticosteroids may cause 
euphoria); mild early diuresis making edema uncommon (common gluco- 
corticoids cause sodium retention and edema); myopathy with muscle 
weakness involving thighs, pelvis and lower back (may occur more frequently 
than with other corticosteroids). GENERAL GLUCOCORTICOID 
EFFECTS: Cushingoid changes such as: acne, flushing, moon face, hirsu- 
tism, etc.; endocrinologic effects such as amenorrhea, menstrual irregularity, 
aggravation of pre-existing and/or precipitation of latent diabetes mellitus; 
skeletal changes such as osteoporosis, spontaneous fractures, aseptic 
necrosis of hip, humerus, and metacarpals; psychic disturbances, insomnia, 
headache, increased intracranial pressure with papilledema (pseudotumor 
cerebri) , convulsions; exophthalmos, increased intraocular tension, subcap- 
sular cataracts; peptic ulcer with possible perforation and hemorrhage; 
ulcerative esophagitis; thromboembolic disease, ecchymoses, purpura, 
leukopenia; negative nitrogen balance; hypertension; and rarely, necrotizing 
angiitis and acute pancreatitis. These systemic effects are unlikely to occur 
when drug is used as recommended. 
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Society Transactions 


The Society Proceedings are edited by Dr. Morris Waisman, 

` 806 First Federal Bldg, 220 Madison St, Tampa, FL 33602. 
Transactions and photographs should be sent, in duplicate; 
directly to him. 


NEW YORK DERMATOLOGICAL SOCIETY 
Feb 27, 1973 


S. C. Atkinson, MD, Recorder 


Extramammary Paget Disease. Pre- - 


sented by Jonn T. McCartruy, MD. 

A 56-year-old white woman developed 
pruritus and burning of the left labium 
majus two years ago. Culture revealed 
Monilia albicans, and topical therapy with 
Mycolog Ointment and Vioform HC cream 
produced partial healing. 

Examination revealed a 4X3-cm oval 
area of superficial erosion of the left la- 
bium majus. There was no enlargement of 
the inguinal or femoral nodes. 

Pathologic findings included a focally 
disrupted surface epidermis that was 
largely devoid of stratum corneum. Many 
atypical cells were noted throughout the 
epithelium, in some areas in nests. The 
cells generally had somewhat hyperchro- 
matic nuclei and relatively pale-staining 
cytoplasm. PAS staining following di- 
gestion with diastase and mucicarmine 
stain revealed mucin within the cytoplasm 
of some of the cells. 


Discussion 


Dr. D. Torre: I agree with the diagno- 
sis. One of the problems with Paget di- 
sease is extension below the skin, and any 
treatment should follow an adequate biop- 
sy to visualize deep involvement. Treat- 
ment should be excision or other surgery. 
With regard to fluorouracil, I doubt if it 
would penetrate sufficiently. 

Dr. C. NELSON: Paget disease of the vul- 


va must be considered a carcinoma in situ. . 


Vulvectomy with wide excision is essen- 
tialfor the best chance of cure. I have seen 
a recurrence even after wide excision. 

Dr. C. D&Fzo: A long-range follow-up of 
a patient of the late Dr. Maurice Costello 
is of interest. Her case was presented some 
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15 years ago. After four unsuccessful exci- 
sions of extramammary Paget disease at 
Memorial Hospital, she was sent to Dr. 
Mohs for chemosurgery and she was le- 
sion-free for 12 years. Her physician re- 
cently reported that she died of metastatic 
disease to the liver, but there was no local 
recurrence in the treated area. 

Dr. A. Younc: A simple vulvectomy is 
in order. There is a high incidence of inter- 
nal cancer in association with this disease. 
The patient should be worked up for inter- 
nal malignant tumors. 

Dr. F. DANIELS, JR.: I agree with the 
point Dr. Young has just made. I would 
favor Mohs chemosurgery. 

Dr. A. Domonxos: There is a high inci- 
dence of carcinoma of the bladder and co- 
lon in extramammary Paget disease. 

Dr. D. Sraurkmw: Some patients with 
extrammary Paget disease have cloacal 
carcinoma, which is an uncommon type of 
anal carcinoma. 

Dr. A. CrPoLLARO: Paget disease can be 
serious, whether it be on the nipple or else- 
where, or it can run a benign course for 20 
or 30 years. The type of therapy depends 
on the age of the patient. This patient is 
relatively young and has had no previous 
therapy. I favor vulvectomy as first choice 
and x-ray therapy as second choice. I 
would avoid local destructive methods, 
such as chemicals, cryosurgery, electro- 
surgery, and soft ionizing radiations, espe- 
cially grenz rays. 


SAN FRANCISCO DERMATOLOGICAL 
SOCIETY 


Sept 23, 1972 


Faye D. Arundell, MD, Recorder 


Disseminated Atypical Acid-Fast Bac- 
terial Infection. Presented by JEFFREY 
A. CARMEL, MD. d 
A 35-year-old woman had a history of 

hereditary elliptocytosis, idiopathic leuko- 

penia, nonhemolytic anemia, and a vul- 


vectomy for carcinoma in situ. In October 
1970, lung densities were noted in a chest 
x-ray film, and isoniazid therapy was 
started. In November 1970, a scalene node 
biopsy specimen showed numerous small 
granulomas, and tissue culture grew acid- 
fast bacilli identified as Runyon group IH 
nonphotochromagen (mycobacterium in- 
tracellulare) A lung biopsy at the same 
time showed necrotizing granulomatous 
vasculitis, though no organisms were re- 
covered. Material from a bone marrow 
biopsy was also sterile and showed mye- 
loid hypoplasia. Treatment with predni- 
sone and isoniazid produced rapid resolu- 
tion of the pulmonary lesions. 

During the next 18 months the patient 
did well, but in June 1972, she developed 
malaise, fever, chills and sweats, and the 
chest x-ray film showed enlargement of a 
left apical infiltrate. Another scalene node 
biopsy specimen contained multiple con- 
fluent granulomas with necrotic foci and 
acid-fast bacteria. 

In July 1972, the patient developed 
tender erythematous nodules on the left 
arm. Skin biopsies were performed on a 
newly formed erythema nodosum-iike le- 
sion and a more advanced lesion with 
evidence of necrosis. Specimens were 
submitted for both histologic examination 
and culture. 


Discussion 


ALVIN J. Cox, MD: The biopsy specimen 
of the newly formed skin lesion shows 
normal epidermis and a mild perivascular 
Iymphocytic infiltrate in the upper dermis. 
A more prominent diffuse infiltrate con- 
taining scattered neutrophils is present in 
the deep derrhis. This infiltrate merges 
with a heavier diffuse infiltrate of neutro- 
phils, histiocytes, and a few lymphocytes 
in the subcutaneous fat. Nuclear frag- 
ments are prominent, but there is no ca- 
seous necrosis or tubercle formation. This 
zone of diffuse panniculitis contains many 
slender acid-fast bacilli. 

The specimen from the more advanced 
lesion also shows relatively little abnor- 


Society Transactions 


mality in the upper half of the dermis. The 
deep dermis and subcutis contain a dense 
infiltrate with fragmented nuclei and 
prominent irregular zones of coagulative 
necrosis. There is no tubercle formation. 
Numerous acid-fast bacilli are present in 


. the necrotic zones. 


JEFFREY A. CARMEL, MD: Culture of the 
skin biopsy material yielded heavy growth 
of M intercellulare, which is resistant to 
antituberculous drugs. Nevertheless, the 
patient was treated with various com- 
binations of drugs, including isoniazid, 
para-aminosalicyclic acid, streptomycin, 
ethionamide, rifampin, prednisone, etham- 
butal, cycloserine, and erythromycin, but 
new nodules containing easily recoverable 
acid-fast bacilli have continued to appear. 
. Group III mycobacteria or M intracellu- 
lare has been known as a cause of pulmo- 
nary disease for nearly two decades. Infec- 
tion with the organism is not uncommon 
in the southeastern United States, but the 
disseminated form of the disease is rare. 
Of the ten cases appearing in the litera- 
ture, only three are in adults (Ann Intern 
Med 64:145, 1966). To our knowledge, this 
is the only case in which the organism has 
been identified in the skin. In three of the 
reported cases, there has been some type of 
skin lesion: ulcers in a 16-month-old child 
(Amd Clin Pathol 29:433, 1958); a "macu- 
lar skin rash" in a 27-month-old child (Am 
J Clin Pathol 43:39, 1965); and annular 
"erythematous, infiltrative, nonpruritic, 
violaceous plaques óver the legs, chest, 
back and right forearm" in a 62-year-old 
woman. Biopsy specimens of the plaques 
in the last case were histologically com- 
patible with subacute dermatitis and neg- 
ative for acid-fast bacilli. 

Although the M intracellulare is gener- 
ally considered to be of relatively low viru- 
lence, in at least nine of the ten reported 
disseminated cases the disease has proved 
fatal. This suggests there may be some 
defect in host defense mechanisms, al- 
though this possibility has not been inves- 
tigated to any extent. In this patient, 
we are confronted with resistance of the 


. organism to chemotherapeutic agents and 


m 


a probable defect in her intrinsic defense 
system. We plan to investigate her immu- 
nologic status more thoroughly. 
Follow-Up Report. — Immunologic 
studies showed negative intradermal skin 
tests to numerous antigens and an isohem- 
agglutinin titer of 1:16. Several skin ho- 
mografts, including tissue-cultured epithe- 


: lium, applied as a further test of T-cell 


function, were rejected by the 25th day 
(normal, up to about 20 days). Titration of 
the patient's serum antibody to tetanus 
toxoid was 1:128. Tbe antibody titer did 
not rise following a booster injection, 
showing that a difficulty exists in antibody 
formation (B-cell function). The patient's 
lymphocytes were not stimulated to un- 
dergo blast transformation in vitro by allo- 
genic lymphocytes from a random donor, 
by standard purified protein derivative 
(PPD-S), or by phytohemagglutinin fol- 
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lowing three courses of transfer factor. 

Because the patient did not respond to 
antituberculous drugs, she was given 
three courses of transfer factor from PPD- 
S-positive donors. PPD-B positive donors 
were not available. Nevertheless, her 
course has continued inexorably downhill. 
Pancytopenia of unknown cause has devel- 
oped. In February 1973, the white blood 
cell count was 600/cumm, and a bone 
marrow examination revealed complete 
aplasia but no organisms. 


Ichthyosis Linearis Circumflexa. Pre- 
sented by Jan D. VaNpERLOOT, MD, 
ALVIN H. Jacoss, MD. 

A 4-year-old white girl has had a scaly 
eruption on her face, arms, and back since 
she was 4 days old, a migratory serpigi- 
nous eruption that fluctuates in severity 
but never completely disappears. There is 
no family history of skin disease or atopy. 

Examination reveals polycyclic, serpigi- 
nous lesions with erythematous scaly bor- 
ders involving the trunk and proximal 
portions of the arms and legs. Double- 
edged scales are present on some of the le- 
sions. The skin is generally dry. Ervthema 
and fine scales are present on the scalp 
and face. The palms and soles are slightly 
hyperkeratotic. The hair, nails, and teeth 
are normal. The serum vitamin A level is 
64 units/100 ml (normal, 50-300/100 ml). 
Daily applications of 0.1% tretinoin cream 
to the right upper back have resulted in 
clearing of the lesions from this area. 


Discussion 


Norman Tone, MD: Microscopic exam- 
ination of the involved skin reveals irreg- 
ular hyperkeratosis and broad areas of 
parakeratosis. The stratum granulosum 
is thin or absent in broad areas, but in 
other areas it is normal. The epidermis is 
irregularly acanthotic with foci of basa- 
loid prickle cells. There is variation in 
nuclear size and loss of cellular polarity in 
these cells. A scanty perivascular mono- 
nuclear cell inflammatory infiltrate is 
present in the upper dermis. 

This combination of histologic features 
is consistent with the diagnosis of ichthyo- 
sis linearis circumflexa.'4 

Atvin H. Jacoss, MD: This child shows 
the classical features of ichthyosis linearis 
circumflexa. It is an autosomal recessive 
disorder with onset in the neonatal period. 
The polycyclic patches with double-edged 
scales are characteristic. Ichthyosis line- 
aris circumflexa is considered a variant 
of lamellar ichthyosis by some authors. 
The excellent response of a localized area 


‘to therapy with topically applied tretinoin 


encourages us to use this form of therapy. 

Follow-Up Report.—The eruption 
cleared completely within a month with 
daily applications of 0.1% tretinoin cream. 
Good control has been maintained with 
short courses of this topical therapy each 
month. 
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Swimming Pool Granuloma (Granulo- 
matous Mycobacteriosis). Presented 
by Stanton B. May, MD. 

A 48-year-old white man had a reddish, 
nodular, dry plaque over the right middle 
knuckle for 15 months. Before the onset, 
he recalled that he cut his right hand in an 
aquarium. The area was excised by an 
orthopedic surgeon two years ago, followed 
by a recurrence at the margin. A culture, 
prepared at the time of surgery, grew 
Mycobacterium marinum. The plaque now 
is almost 3 cm in diameter, nodular, scaly, 
erythematous and movable, with a tend- 
ency to central clearing. Therapy has in- 
cluded solidified carbon dioxide and heat 
applications. 


Discussion 


Dr. Victor D. Newcomer: Among the 
clinical diagnoses to be considered would 
be tuberculosis verrucosa cutis and vari- 
ous types of granulomas due to bromide, 
silica, beryllium, zirconium, and dental 
floss. The history of injury to the hand in 
an aquarium and the culture of an atypi- 
cal Mycobacterium organism makes the 
diagnosis of a typical swimming pool gran- 
uloma most likely. At UCLA Medical Cen- 
ter, we have not had satisfactory results 
with isoniazid, p-aminosalicylic acid, or 
streptomycin. Injection of ethambutol 
hydrochloride (Myambutol), full strength, 
into the plaques has met with success in 
several cases. It is useful in Oriental pa- 
tients, whose disease may be more pro- 
gressive and not show the tendency to self- 
healing as it does in white patients. It was 
not effective when given by mouth. A trial 
of this therapy would be my recommenda- 
tion, rather than liquid nitrogen, solidified 
carbon dioxide, intralesional injection of 
streptomycin, or excision. 

Dr. Epwarp J. Bowen: Many years ago, 
I injected streptomycin intralesionally at 
weekly intervals for many months in a 
plaque of lupus vulgaris on the face, and 
the response was poor. 

Dr. RoNALD Bronow: Two patients with 
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fish-tank granulomas on the dorsum of the 
finger and hand, respectively, responded 
without scarring to liquid nitrogen appli- 
cations at two- to four-week intervals for 
about six months. 


Dr. Lours H. Winer: Histopathologi-' 


cally, one would consider tuberculosis ver- 
rucosa cutis, swimming pool granuloma, 
and lepromatous leprosy. In tuberculosis 
verrucosa cutis, the microorganisms in the 
tissue will be sparse, whereas in the other 
conditions, many organisms may be pres- 
ent. Culture would be helpful in differen- 
tiating the diseases. 

Dr. Leo INpIANER: Depending on the 
patient's immunity, there may be few or 
many organisms, and the Fite stain may 
demonstrate them where an ordinary acid- 
fast stain may not. A special auramine O 
stain done on the ordinary block is useful 
in finding the organisms. The atypical 
mycobacteria are long and irregularly 
shaped, as opposed to the lepra organisms, 
which are smaller and more uniformly 
shaped. This is a useful stain when the 
acid-fast and Fite stains are negative. 

Dr. May: Because the organism grows 
in culture at temperatures around 30 C, 
local applications of heat have been pro- 
posed. Sensitivity tests were done on the 
microorganism recovered and the drugs of 
choice were kanamycin, ethambutol hy- 
drochloride, cycloserine, and rifampin. 


Case for Diagnosis: Erythema Per- 
Stans? Presented by DoNALD R. Ser- 
MAN, MD; Irwin H. Linpen, MD; Dax- 
re. H. Gross, MD. 

A 64-year-old man has had a pruritic, 
persistent rash for four years. The mar- 
gins of the plaques are gradually expand- 
ing. No drug ingestion that seems related 
has been elicited. There are large hyper- 
pigmented macular areas on the trunk. 
Some of the plaques have an active vesicu- 
lar border. Laboratory examinations, in- 
cluding a complete blood cell count, uri- 
nalysis, biochemical blood panel SM 
12/60, upper-gastrointestinal tract x-ray 
film, and numerous potassium hydroxide 
mounts and cultures of the skin, have 
yielded findings within normal limits. 
Therapy with topically applied corticoste- 
roids and orally administered griseoful- 
vin, and sulfapyridine have not given sat- 
isfactory results, although substantial 
benefits occur with the use of intramuscu- 
lar injections of 40 to 60 mg of triamcino- 
lone acetonide suspension. 

Histopathologic study reveals a chronic 
dermatitis, subepidermal edema, spon- 
giosis, and subepidermal bulla formation. 
It was not considered to be compatible 
with any specific diagnosis. 


Discussion 


Dr. SgipMAN: Currently, erythema per- 
stans should be taken to mean one of three 
common types of persistent erythema, 
namely erythema annulare centrifugum, 
erythema gyratum perstans, and erythe- 
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ma figurata perstans. Two other rare 
forms are erythema chronicum migrans, 
reported from Europe to follow a tick bite, 
with subsequent infection with spiro- 
chetes and cure with penicillin. The other 
is erythenia gyratum repens, in which 
there are wavy lines similar to wood grain 
or sand ripples on a beach. This often is 
associated with internal malignant tu- 
mors. The causes of erythema perstans 


. include tineal infection of the skin, monili- 


al infection, and consumption of blue 
cheese. There is Shelley's case of a reac- 
tion to massive breast hypertrophy and 
possibly and questionably a relationship 
to internal malignant tumors. Perry and 
White reviewed 113 cases of erythema 
perstans studied at the Mayo Clinic. Rou- 
tinely, fungus infection was not found in 
the lesions, but in 22 cases tinea was found 
elsewhere in the body and in seven cases 
internal malignant tumors were found. A 
similar incidence was discovered in a con- 
trol group of psoriatics. Thirty-three cases 
had intermittent eruption, and in 17 it 
was seasonal The palms and soles were 
free of eruption. A definite etiologic clue 
was not found in their careful studies. 

Dr. Epwin T. Wricut: Some of these 
cases represent dermatophytids. This can 
be proved by demonstrating fungi in a fo- 
cus, such as feet, groin, or scalp; the ab- 
sence of fungi in the erythema perstans; 
and clearing with treatment of the fungus 
focus. A positive trichophytin skin test 
and reappearance of the erythema per- 
stans on reactivation of the focal fungus 
infection adds confirmatory evidence. A 
similar mechanism may occur with other 
infectious microorganisms, drugs, and 
tumor cells, 

Dr. BIERMAN: The spreading margins of 
the lesions suggest an antigen-antibody 
intersecting lecal phenomenon. Possibly 
immunofluorescent studies could aid the 
determination of whether or not this is an 
antigen-antibody reaction. 

Dr. INDIANER: The histopathologic find- 
ings are incompatible with a diagnosis of 
erythema perstans. In this condition, 
there is an intradermal perivascular in- 
flammatory infiltrate at all levels of the 
dermis and without appreciable epidermal 
involvement. Vesiculation is not found. In 
the specimen presented, there is vesicula- 
tion at all levels. Erythema multiforme, 
dermatitis herpetiformis, and impetigo 
herpetiformis could all produce such find- 
ings. Perhaps other diagnostic possibili- 
ties should be considered, besides erythe- 
ma perstans, to fit the clinical picture. 
Fluorescent studies might be useful in fur- 
ther classifying this unusual dermatosis. 
Bullous pemphigoid would be a considera- 
tion if an antigen was found. 

Dr. LiNpEN: Interesting is the absence 
of recurrences in areas previously in- 
volved and that have become inactive. The 
dormant areds appear hyperpigmented. 
Perhaps when the plaques merge and be- 
come quiescent, the disease process will 
subside. 


Multiple Lentigines Syndrome. Pre- 
sented by Laurence M. Davin, MD (by 
invitation). Z 
A 9-year-old boy had approximately a 

dozen brown spots at birth, which in- 

creased in number and darkness since the 
age of 4. Three years ago, because of poor 
coordination and attention span, a diagno- 
sis was made of mild mental retardation 

(intelligence quotient 77 to 85), mild mo- 

tor retardation, and visual defecte (right 

eye, 20/80; left eye 20/50). The pigmentary 
spots were diagnosed as café au lait spots. 

The family history for similar or other se- 

rious diseases was noncontributory. At the 

age of six months, a “cyst” was excised 
from the genitalia. 

Examination of the skin revealed nu- 
merous pigmentary macules on the face, 
extremities, axillae, palms, and soles. 
These spots varied in size from very small 
puncta to several centimeters and were 
varied in shape. The color ranged from tan- 
to dark brown. Other congenital defects 
included a large head, dull facies, anti- 
mongoloid slant of the eyes, double epican- 
thal folds, hypertelorism, broad and flat- 
tened nose, webbing of several interdigits, 
hyperexpandable joints, short fingers, 
simian crease on the right hand, and large 
carious, maloccluded and missing teeth. 
The physical examination revealed that 
the patient had a mild funnel chest. Re- 
sults of the neurologic and cardiac exami- 
nations were within normal limits. 


Other laboratory tests revealed low vol- 
tage in the QRS complexes of the electro- 
cardiogram and normal skull and bone age 
x-ray films. The complete blood cell count, 
urinalysis, chromosome analysis, urine 
mucopolysaccharide, and dermatoglyphic 
examination all were within normal 
range. The skin biopsy specimen revealed 
lentigo. 


Discussion 


Dr. JosePH LANDAU: Although neurofi- 
bromatosis must be considered, multiple 
lentigines syndrome is more likely. The 
so-called LEOPARD syndrome can be re- | 
called by remembering that the L stands 
for lentigines, E for electrocardiographic 
abnormalities, O for ocular defects, P for 
pulmonary stenosis, A for abnormalities of 
the genitalia, R for retardation, and D for 
deafness. 

Dr. INDIANER: Both neurofibrcmatosis 
and multiple lentigines syndrome have 
axillary freckling (Crowe sign). It would 
be worthwhile to study the granules in the 
melanocytes in both of these conditions to 
see if they are abnormally large, as in the 
café au lait spot. 

Dr. Davin: Axillary freckling has been 
associated with this syndrome, and typical 
café au lait spots may be present with 
numerous lentigines. Pigmentation of the 
sclera is also noticeable. Electron micros- 
copy offers no advantage over light micros- 
copy for differentiating lentigines from 
café au lait spots. 
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The Nails in Disease, ed 2. By Peter D Sam- 
man, MD, FRCP (London). Price, $10.50. 
Pp 177, with many illustrations. Charles 
C Thomas Publisher, 301-327 E Lawrence 
Ave, Springfield, ILL 62703, 1972. 


The second edition of The Nails in 
Disease is the only book available 
which is helpful to the practitioner in 
diagnosing nail disorders. The con- 
tent included in this edition is richer 
in nail syndromes and photographs 
than the first edition. 

Evaluation of content by chapter 
follows. 

Chapter 1. Anatomy and Physiology. 
— Overall, Dr. Samman presents all 
facts available; however, this leaves 
the reader with some confusion re- 
garding nomenclature of anatomical 
terms and anatomical relationships, 
particularly in nail plate formation. 
The vasculature of the finger, hand, 
and nail unit is overemphasized. In- 
accurate usage of anatomical terms 
and a casual writing style result ina 
poor understanding of anatomical 
relationships. 

Chapter 2. Principal Nail Syn- 
dromes.—This chapter will be very 
helpful to clinicians in diagnosing 
nail conditions. 

Chapter 3. Psoriasis.— Psoriasis of 
the nails is well described and benefi- 
cial treatment hints are given. 

Chapter 4. Fungus Infections.— 
This chapter covers the subject in an 
elementary way. The recommended 
treatment with orally administered 
griseofulvin, for example, is on the 
conservative side and will result ina 
greater percentage of failures. 

Chapters 5 Through 7.—These 
chapters illustrate and discuss their 
subject well and are helpful. 

Chapter 8. Nail Disorders Associ- 
ated With or Attributed to Other Gen- 
eral Medical Conditions.—This is 
perhaps the most controversial chap- 
ter of the book. Many of the nail signs 
noted are also seen in fingers that do 
not have circulatory disturbances. 
The author does not present enough 
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evidence to rule out other diseases 
that produce identical nail changes, 
for example, idiopathic atrophy of the 
nails that could be lichen planus. 
Chapters 9 Through 12.—The color 
illustrations leave something to be 
desired; but do get the message 
across. Again, the casual writing 
style makes reading easy, but it also 
adds ambiguity to what should be 
precise anatomical language. 
Narpo Zairas, MD 
Miami Beach, Fla 


Sexually Transmitted Diseases. Compiled 
and edited by Leslie Nicholas, MD. Price, 
$14.50. Pp 244, with a few illustrations and 
tables. Charles C Thomas Publisher, 301-327 
E Lawrence Ave, Springfield, IL 62703, 1973. 


In the last five years, there has 
been a rising interest in venereal dis- 
eases, as well as public health control 
and research on these problems. AI- 
though the term venereal disease 
implies more than just syphilis and 
gonorrhea, this book broadens the 
spectrum by including many of the 
sexually transmitted diseases. The 
author has collected an anthology of 
papers presented within the year 
1970-1971 at the American Academy 
of Dermatology within the Sympo- 
sium on Sexually Transmitted Dis- 
eases. A number of the articles have 
been published previously in other 
current journals; however, in this 
compilation, the 23 authors have giv- 
en more complete data and have 
summarized the problem that was 
presented in the literature. Although 
not a complete text on the sexually 
transmitted diseases, current articles 
of clinical and research problems 
have been selected for the attention of 
clinical investigators in this country 
and abroad. 

No attempt has been made to delete 
repetitious information given in the 
different chapters or to unify the style 
of writing from chapter to chapter. 


Nevertheless, the individual papers 
are well written and their ideas are 
presented clearly. Although the tenor 
of the book may vary from chapter to 
chapter, the intent of the editor is to 
present to the clinician new concepts 
in the clinical and laboratory man- 
agement of the sexually transmitted 
diseases. This has been done in a con- 
cise manner and makes an excellent 
text for any clinician who is interest- 
ed in the management of venereal 
diseases. Consequently, those with 
major interest in this area would 
benefit by having this book on their 
shelf. Significantly, it is an excellent 
text for teaching medical students 
and residents the new aspects of the 
sexually transmitted diseases. 
RoBert R. KIERLAND, MD 
Rochester, Minn 


Scleroderma: Proceedings of an Interna- 
tional Symposium Sponsored by the 
World Health Organization. Edited by Prof 
F Delbarre, L Saparta, MD. Price, $27. Pp 311, 
with many illustrations. Masson et Cie, Paris, 
1972. 

This book should contribute to a 
better understanding of scleroderma 
and other connective tissue diseases. 
It does, but there are serious faults. 

Much of the volume is written in 
French. These contributions are ex- 
cellent, but for those who do not read 
French they are of little value. 

Since the papers were presented at 
a symposium by many authors, un- 
evenness is present. Some papers are 
cursory reviews, others exhaustive. 
For the most part, the nondermato- 
logic symptoms and findings of sclero- 
derma are especially well delineated 
with several new findings of biologic 
interest. 

This volume is recommended to the 
dermatologist and internist who are 
interested in the group of connective 
tissue diseases. 

RoBERT R. KIERLAND, MD 
Rochester, Minn 
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treatment should be discontinued and appropri 
therapy instituted. If extensive areas of the bod) 
are treated with topical corticosteroids, 
particularly under occlusion, sufficient systemic 
absorption to produce adrenal suppression and 
systemic corticosteroid effects may occur. Thes 
effects of absorption of steroids are usually 
reversible, Ulceration has been reported in a feu 
cases with use of topical corticosteroids in skin 
conditions which involve impaired circulation 
(i.e., stasis dermatitis). Prolonged application oj 
corticosteroid-containing products under 
occlusion may result in striae or atrophy of the 
skin or subcutaneous tissue. Usage in Women oj 
Childbearing Age: The use of any drug during 
pregnancy and the lactation period or in womer 
of childbearing age requires that the potential 
benefits of the drug be weighed against the 
possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have 
adverse effect on the fetus, but the safety of thei 
use in pregnant patients has not been definitely 
established. They should not be used extensivel; 
or for prolonged periods.of time in pregnant 
patients, unless the condition requiring treatmei 
warrants the risk. VALISONE Lotion is not for 
ophthalmic use. ADVERSE REACTIONS: The 
following local adverse reactions have been 
reported with topical corticosteroids: burning, 
itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and 
hypopigmentation. The following may occur 
more frequently with occlusive dressings than 
without such therapy: maceration of the skin, 
secondary infection; skin atrophy, striae, and 
miliaria. DOSAGE AND ADMINISTRATION: A} 
a few drops of VALISONE Lotion to the affected 
area and massage lightly until it disappears. Ap; 
twice daily, in the morning and at night. Dosag: 
may be increased in stubborn cases. Following 
improvement apply once daily. For the most 
effective and economical use, apply nozzle to 
affected area and gently squeeze bottle. For mor 
complete details, consult package insert or 
Schering literature available from your Scherin; 
Representative or Medical Services Departmeni 
Schering Corporation, Kenilworth, New Jersey 
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GROSS AND MICROSCOPIC PATHOLOGY OF THE SKIN* 


A practical course in detailed differential 
diagnosis of the microscopic pathology of 
the skin including correlation with the gross pathology 


Faculty 
Walter F. Lever, M.D., Milton R. Okun, M.D. and Leon M. Edelstein, M.D. 
June 10-14, 1974 


Howard Johnson’s 57 Hotel 

200 Stuart Street TUITION. $425.00 
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AVAILABLE AS AN OPTION: Study material excerpted from two sections of the course. 
Dermatopathology Foundation 35 mm color transparency sets (100 slides with cassette 
tape). 


1. Differential diagnosis of melanomas, nevi and other pigmented lesions. 
2. Differential diagnosis of inflammatory dermatoses and lymphomas. 


Cost Per set: Course participants $ 85.00 
Non-participants 100.00 


Kindly remit check payable to Dermatopathology Foundation to: M. R. Okun, M.D., 
P.O. Box 425, Boston, MA 02118. 


Apollo splashdowns 


Sky-high microbicidal efficacy plus down- 
to-earth convenience distinguishes 
BETADINE antiseptics. They kill bacteria 
(gram-positive and gram-negative), fungi, 
«=» Viruses, protozoa and yeasts. Yet they are 
B virtually nonstinging, nonirritating and do 
not stain skin, mucosa, or natural fabrics. 
fuss they are available in a variety of forms, 
esigned and formulated for specific uses. 


* Purdue Frederick 
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Chosen by NASA for _ 


When potential moon germs were a threat 
NASA had selected a broad-spectrum 
BETADINE microbicide for decontamination 
of the lunar capsules in Apollo 11/12/14 
splashdowns. 

Now NASA again selects a BETADINE 
microbicide for environmental protection 
of Skylab astronauts against infection. 
BETADINE Solution is circling the earth in 
orbit, to be used regularly for disinfection of 
certain equipment and for contingencies. 







Chosen by NASA for Skylab mission! 
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Lubriderm after 
breakfast will last 
through lunch. 


Lubriderm’s precise oil-in-water emulsion works in three 
effective stages for long-lasting relief from dry skin discomfort. 
First, Lubriderm’s aqueous outer phase provides T 
supplemental moisture to cool and help soften dry skin. Next, 
the inner phase emollients and humectants form a non- 
sticky, non-greasy protective film. 
Finally, Lubriderm's soothing protection remains on the 
skin for hours, allowing the supplemental moisture to hydrate 
“the skin . . . and helping prevent further loss of natural 
. moisture. 
s When you recommend Lubriderm, you recommend 
long-lasting relief for dry skin. 
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EMULSIFICATION ALONE DUAL-DEGREASING IONIL 


leaves some skin oils behind. Commonly-used emulsified and dissolved the cholesterol 
emulsifier with water failed to dissolve cholesterol for thorough dual-degreasing action. 


IO SYSTEM 
dual-degreasing 
makes the 
difference 


lonil’ lonilT 


Nonionic/cationic dandruff shampoos 


lonax Scrub 


Lemon scented abradant cleanser 


lonax Foam 


Oily skin cleanser 


lonil Contains: Salicylic acid 2% and benzalkonium chloride 0.2% in a blend of Owenethers™ (ethoxylates), alcohol 13%. 
coal tar solution). lonax Scrub Contains: Polyethylene 


Owen Laboratories lonil T Contains: lonil and Owentar® (specially processed form of 
W n: O. Box 34630 granules; Owenethers™ (ethoxylates); alcoho! 12% and benzalkonium chloride 0.25% in a nonionic/cationic base. 
Dallas, Tex. 75234 lonax Foam Contains: Owenethers™ (ethoxylates) and benzalkonium chloride 0.2% in a nonionic/cationic base. 
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We have a new edge on seborrhea 
new Sebulex Cream 


New Sebulex Cream...and Sebulex 
...effectively help control dandruff, 
remove excess oil, and stop itching 

with the first shampoo. Sebulex has 
over 14 years of proven efficacy and 
wide acceptance among dermatologists. 


There is still no safer, more effective, 
easier-to-use antiseborrheic shampoo. 


Supplied: Sebulex Cream, 4 oz. tubes; 
Sebulex, 4 oz. and 8 oz. plastic bottles. 
Contains: SEBULYTIC® brand of soapless 
cleansers and wetting agents; 

micropulverized sulfur 2%, salicylic acid 2%. 
WESTWOOD PHARMACEUTICALS INC., 
Buffalo, New York 14213 
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Scanning electron microscopy 
reveals RETIN-A effect on open 
- comedo(X 100). 
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an apparently unique 


mode of action 


In sharp contrast to the current superficial peel- 
ing agents, RETIN-A is a deep-acting topical agent 
that stimulates epithelial proliferation within the 
follicular canal as well as in the surface epithelium. 

Most topical acne therapies are only "peeling 
agents" in that they are epidermal irritants, produc- 
ing desquamation with the objective of unplugging 
existing comedones. But exfoliation of epidermis 
alone does little more than produce scaling. 

The apparently unique mode of action of 
RETIN-A is the basis for its clinical efficacy in topical 
acne therapy. 

Evidence to date suggests: 

RETIN-A expels existing comedones. The 
reduction in number of attachment plates (desmo- 
somes) of the epidermal cells and the increased 
cell turnover within the plugged pilosebaceous 
orifice loosens the anchorage of existing comedones 
and expels them from the follicle. 

RETIN-A breaks up precursor comedones 
(previously unseen lesions). What may appear 
to be an exacerbation of the acne process is its 
effect on previously unseen lesions. RETIN-A in- 
creases the permeability of the sebaceous glands 
and permits escape of trapped lipids and fatty 
acids. An accelerated "natural" local inflammatory 
and/or leukocytic response provides early resolu- 
tion of the deep lesions before they reach the skin 
surface. 

RETIN-A prevents the formation of new 
comedones. Whereas comedo formation 
depends on horny cells sticking firmly together to 
create a solid plug to block the follicular canal, the 
accelerated turnover of these cells and the reduc- 
tion in the number of attachment plates induced 
by RETIN-A loosens the attachment of horny cells 
to one another and helps to prevent formation of 


solid plugs that comprise the comedo. 


you titrate the response 


Though erythema is not a necessary pre- 
requisite to effective therapy with RETIN-A, it does 
occur in many patients. When it does, it can serve 
as a guide to therapy. Erythema may be used as a 
titratable index to aid the physician in controlling 
irritation (excessive erythema) while achieving 
optimal response by selecting appropriate dosage 
form and dosage frequency tailored to the individ- 
ual patient's particular requirements. 

Too much erythema may give the patient a 
false impression that he is not tolerating the treat- 
ment and thus cause him to abandon the medica- 
tion. He is more likely to adhere to the regimen if 
the physician supervises his treatment regularly, re- 
ducing the frequency of application if necessary, 
even though therapeutic response may be slower 
with this approach. The amount and vigor with 
which RETIN-A is applied also can be a factor in 
producing erythema; the patient should be in- 


Fig. 1 Untreated open comedo. Note tightly adher- 
ent corneocytes, admixed with microorganisms, 
debris, and sebum (x 200). 
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tructed initially to use RETIN-A once daily in an 
mount and manner sufficient to produce a satisfac- 
ory response without causing excessive erythema. 

Most patients who developed erythema in 16 
vell-controlled studies* exhibited the maximum in- 
ensity in either the second or third week of treat- 
nent. Subsequently the degree of erythema 
lecreased in most patients as treatment continued. 

Thus, after a few weeks of therapy with 
'ETIN-A, when clinical response is becoming ap- 
iarent and excessive erythema is less likely to 
ccur, the frequency of application can be in- 
reased, if desired. 

The introduction of the third important dosage 
orm, RETIN-A Brand tretinoin Cream 0.1% , now 
rovides even greater therapeutic flexibility to 
nable you to titrate for individual patient response. 

The therapeutic range and flexibility with 
RETIN-A facilitates treatment of acne vulgaris, 
primarily grades |, Il, and III** in which comedones, 
;xapules, and pustules predominate. 





Fig. 2 Close-up detail illustrating firm 
adherence and compacting of cells, 
microorganisms, debris, and oily film 
'x 1000). 
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clinical response 


In 16 well-controlled, double-blind studies 
utilizing 0.05% RETIN-A Brand tretinoin solution 
and involving 372 patients, good to excellent results 
were attained in 72.896 of the cases, with only 
27.296 rated fair to poor, and with less than 276 
adverse reactions noted. 

Five randomized double-blind studies were 
performed utilizing RETIN-A Brand tretinoin in a 
hydrophilic cream base on 85 teenage and young 
adult patients with grades II and III acne. They re- 


by prescription only 


Retin- 


BRAND 


tretinoin 


Fig. 3 Treated open comedo. RETIN-A therapy 
(three weeks). The lesion is springing up out of 
its crater. Note reduced cohesiveness of the 
cellular mass ( 100). 


The patient who continues to experience ex- 
cessive irritation, even after careful titration with 
RETIN-A, should be withdrawn from therapy. 


TITRATION 


to control clinical response 
while avoiding excessive erythema 


PHYSICIAN- 1. FREQUENCY 
SUPERVISED 2. STRENGTH 

For Acne Vulgaris 3.. DOSAGE FORMS 

Grades |, II, III 4. ADJUNCTIVE MEASURES? 





Data on file in the Department of Clinical Research, Johnson & 
Johnson 


**|t is not effective in most cases of severe pustular and deep cystic 


nodular variéties (acne conglobata) 

Hnstruct patient to: Wash face gently, no more than 2 or 3 times daily 
Pat face dry with towel (don't rub). Wait 15-20 minutes before apply- 
ing RETIN-A. Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. Use mild soap and 
shampoo (PURPOSE Brand Soap; PURPOSE Brand Shampoo). Avoid 
excessive exposure to extremes Of c limate. 


Fig. 4 Close-up detail illustrating effect 
of RETIN-A on corneocytes, now clearly 
visible as loosely attached individual 
cells (x 1000). 


Scanning electron micrographs by C. M. Papa, M.D., Johnson & Johnson Research. 





ceived treatment once or twice daily with RETIN-A 
0.1% , using the cream base as a control, for periods 
of up to 16 weeks. A good to excellent response was 
achieved in 62.3% of these patients, with 37.7% 
rated poor to fair. An adverse reaction was noted in 
only 1 patient. 

The cream base is a convenient vehicle for use 
by the patient, and appears to contribute to a re- 
duction in adverse effects over the effects noted 
with previous formulations. 

For prescribing information, 
please see last page of this advertisement. 


Saturated Swabs 0.05% 
Liquid 0.05% 
New Cream 0.1% 


an ethical specific from the Dermatological Division of fohmwonsfohmon 


610 


Description: RETIN-A Brand tretinoin is available in both liquid and 
cream vehicles. RETIN-A liquid contains tretinoin (all-trans retinoic 
acid; vitamin A acid) 0.05% by weight, polyethylene glycol 400, 
butylated hydroxytoluene, and alcohol 55%. RETIN-A cream con- 
tains tretinoin 0.1% by weight in a hydrophilic cream vehicle of 
isopropyl myristate, white wax, polyoxyl 40 stearate, stearyl alcohol, 
stearic acid, and parabens (methyl and propyl). 


Evidence to date suggests it 

acts deep within the follicular canal 
to expel existing comedones, 
break up their precursors, and 
prevent formation of new ones 





by prescription only 


Retin- 


BRAND 


tretinoin 


Saturated Swabs 0.05% 
Liquid 0.05% 
New Cream 0.1% 


RETIN-A liquid contains tretinoin 0.05% by weight, polyethylene 
glycol 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A 
cream contains tretinoin 0.1% by weight in a hydrophilic cream 
vehicle of isopropyl myristate, white wax, polyoxyl 40 stearate, 
stearyl alcohol, stearic acid, and parabens (methyl and propyl). 


Indications: RETIN-A Brand tretinoin is indicated for topical applica- 
tion in the treatment of acne vulgaris, primarily grades |, Il, and III in 
which comedones, papules, and pustules predominate. It is not effec- 
tive in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). ; 

Contraindications: Use of the product should be discontinued if 
hypersensitivity to any of the ingredients is noted. 

Warnings: RETIN-A Brand tretinoin should be kept away from the 
eyes, the mouth, angles of the nose, and mucous membranes. Topical 
use may induce severe local erythema and peeling at the site of 
application. If the degree of local irritation warrants, patients should 
be directed to use the medication less frequently, discontinue use 
temporarily, or discontinue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous skin and should be 
used with utmost caution in patients with this condition. 
Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patient's 
skin until the effects of peeling agents subside before use of RETIN-A 
Brand tretinoin is begun. 

Exposure to sunlight, including sunlamps, should be minimized 
during the use of RETIN-A Brand tretinoin and patients with sunburn 
should be advised not to use the product until fully recovered because 
of heightened susceptibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to have considerable sun 
exposure due to occupation should exercise particular caution. 
Similar precautions are advisable with regard to the use of medicated 
or abrasive soaps and cleansers, soaps and cosmetics that have a 
strong drying effect, and products with high concentrations of alcohol, 
astringents, spices, or lime. 

If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may 
occur. 

Adverse Reactions: The skin of certain sensitive individuals may 
become excessively red, edematous, blistered, or crusted. If these 
effects occur, the medication should either be discontinued until the 
integrity of the skin is restored or the medication should be adjusted 
to a level the patient can tolerate. Temporary hyper- or hypopig- 
mentation has been reported with repeated application of RETIN-A 
Brand tretinoin. Some individuals have been reported to have height- 
ened susceptibility to sunlight while under treatment with RETIN-A 
Brand tretinoin. To date, all adverse effects of RETIN-A Brand tretinoin 
have been reversible upon discontinuation of therapy. (See Dosage 
and Administration section.) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin cream 
should be applied once a day, before retiring, to the skin where acne 
lesions appear, using enough to cover the entire affected area lightly. 
Swab: One RETIN-A Brand tretinoin swab should be applied once a 
day, before retiring, to the skin where acne lesions appear, spreading 
the medication over the entire affected area. One swab supplies 
enough of the preparation to treat an area the size of the face. If other 
sites are treated, such as the back, additional swabs should be used. 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a day, 
before retiring, to the skin where acne lesions appear, using enough 
to cover the entire affected area lightly. The preparation may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or 
cotton is employed, care should be taken not to oversaturate it to the 
extent that the liquid would run into areas where treatment is not 
intended. 

Application may cause a transitory feeling of warmth or slight sting- 
ing. In cases where it has been necessary to temporarily discontinue 
therapy or to reduce the frequency of application, therapy may be 
resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of 
inflammatory lesions may occur. This is due to the action of the 
medication on deep, previously unseen comedones and papules. 
Therapeutic results should be noticed after two to three weeks. Re- 
sults may not be optimal until after six weeks of therapy. Once the 
acne lesions have responded satisfactorily, it may be possible to 
maintain the improvement with less frequent applications. 

Patients treated with RETIN-A Brand tretinoin may use cosmetics, 

but the areas to be treated should be cleansed thoroughly before the 
medication is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied in three forms: 

1. Foil-covered swabs saturated with 0.05% strength liquid, in boxes 
ot 30. 

2. Amber bottles containing two fluid ounces of 0.05% strength 
liquid. 

3. One-ounce tubes containing a bland hydrophilic cream with 
tretinoin at 0.1% strength. 
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Manuscript Preparation and Submission 


Send manuscripts by first-class mail to the Chief Editor, Robert 
R. Kierland, MD, Mayo Clinic, 200 1st St, SW, Rochester, Minn 
55901. Manuscripts are received with the understanding that 
they are not under simultaneous consideration by another publi- 
cation. Accepted manuscripts become the permanent property of 
the ARCHIVES and may not be published elsewhere without per- 
mission from the publisher (AMA). 

(_] All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

oO Designate one author as correspondent and provide his ad- 
dress and telephone number. He will be notified by mail of the 
intended publication date approximately one month in advance. 
Order reprints at the time the typescript is returned after edi- 
torial processing. The corresponding author will receive 200 
free tearsheet copies of the article. 

L] Submit an original typescript and two high quality copies of 
the entire manuscript including short communications such as 
letters to the editor, book reviews, announcements, etc. All copy 
(including references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm (8Y» x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

L] Titles should be short, specific, and clear. They should not 
exceed 75 characters, including punctuation and spaces. A sub- 
title is often useful to shorten the main title. Provide a brief 
"running title" on each manuscript page. The title page should 
include the full names and academic affiliations of all authors, 
the address to which requests for reprints should be sent, and, if 
the manuscript was presented at a meeting, the name of the 
organization, place, and date on which it was read. 

C] The style of writing should conform to acceptable English 
usage and syntax. Slang, medical jargon, obscure abbreviations, 
and abbreviated phrasing are to be avoided. 

L] Manuscripts reporting the results of experimental investi- 
gations on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the pro- 
cedure(s) had been fully explained. 

L] Authors whose “first” language is not English should ar- 
range for their manuscripts to be written in idiomatic English 
prior to submission. 

E Provide an abstract (135-word maximum) of the article. The 
abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

(_] List references in consecutive numerical order (not alpha- 
betically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited 
in the text or tables. Unpublished data and personal communi- 
cations should not be listed as references. References to journal 
articles should include (1) author, (2) title, (3) journal name (as 
abbreviated in Index Medicus), (4) volume number, (5) inclusive 
page numbers, and (6) year, in that order. References to books 
should include (1) author(s), (2) chapter title (if any), (3) editor 
(if any), (4) title of book, (5) city of publication, (6) publisher, and 
(1) year. Volume and edition numbers, specific pages, and name 
of translator should be included when appropriate. The author 
is responsible for the accuracy and completeness of the references 
and for their correct text citation. Please note this journal's punc- 
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tuation and sequence style preference in previously published 
reference listings. 

L] Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 

[C] All measurements are to be in metric units. 

[_] Letters to the Editor. The Editor will be pleased to receive 
correspondence which pertains to material published in the 
Arcuives. If intended for publication, such letters should be 
clearly marked "For Publication." 

L] Use only those illustrations that clarify and augment the 
text. Submit illustrations in duplicate, unmounted and un- 
trimmed. Do not send original artwork. Send high-contrast glossy 
prints (not photocopies). Figure number, name of senior author, 
and arrow indicating "top" should be typed on a gummed label 
and affixed to the back of each illustration. All lettering must be 
legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain used should 
be provided when pertinent. Illustrations should preferably be in 
a proportion of 12.5 x 18 cm (5 x 7 inches). 

Legends should be typed double spaced beginning on a separate 
sheet of paper. Length should be limited to a maximum of 40 
words. 

An experienced medical illustrator should be employed 
whenever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. If 
halftone artwork with labels is submitted, affix type and leaders 
to a clear acetate overlay registered to the base drawing. Labels 
and leaders should be applied directly to the drawing board sur- 
face if the artwork consists only of line ink technique. 

L] A letter of consent must accompany all photographs of pa- 
tients in which a possibility of identification exists. It is not suf- 
ficient to cover the eyes to mask identity. 

[C Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be 
borne by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author’s share is $275.00 for up to six square 
finished illustrations which can be arranged on a one-page lay- 
out. Any additional illustrations or special effects will be billed 
to the author at cost. Positive color transparencies (35 mm pre- 
ferred) must be submitted for an evaluation. Do not send color 
prints unless accompanied by original transparencies. If trans- 
parencies are mounted in frames or glass, the material should be 
carefully packed in gauze and sent with the manuscript in a 
separate container or between two pieces of pressboard. 
[]Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28 cm (82 x 11 inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. 

LI Tables should be arranged so that when printed they will 
not be wider than three columns of ARCHIVES body type. Gen- 
erally three, six, or nine typewritten columns of data (including: 
stub, or left column) will fit into three columns. All tables must 
be numbered consecutively, beginning with 1, and each must 
have a heading. Example: "Table 6.— Results of Blood Coagula- 
tion Studies." 
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Lederle Laboratories presents 
EXPLORATIONS IN ANTIMICROBIAL THERAPY 


DISCOVER 


microbial specificity in a wide range of 
dermatologic infections due to susceptible 
pathogens* 





MINOCYCLINE HCI 
CAPSULES 50 mg, 100 mg 





*When bacteriologic testing indicates appropriate 
susceptibility to MINOCIN Minocycline HCI 


fers 
ective therapy 


skin and soft tissue 
ections 


OCIN Minocycline HCI provides highly effective tissue 
Is in skin and muscle. (See Tables | and II.) 


ough tetracyclines are not the drug of choice in staphy- 
iccal infections, MINOCIN can treat folliculitis, furun- 
isis, pyoderma, carbunculosis, acne, impetigo, abscess, 
alitis, skin ulcers, and wound and incision infections 

3ed by susceptible strains. MINOCIN can also effec- 

y treat skin and soft tissue infections due to susceptible 
up A beta-hemolytic streptococcus. 
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inotosensitivity 
eported to date 


3LE II 


ORAL MINOCYCLINE SKIN PENETRATION 
AT 8 AND 21 DAYS: TISSUE LEVELS 
HIGHER THAN SERUM LEVELS IN MOST CASES 





























LEVELS OF MCG/ML OR GM 
=CIMEN (AVERAGES 4 SUBJECTS) 
DaysO 8 21 
SERUM o 2.55 2.06 
TISSUE 
DERMIS 0 2.98 2.28 
EPIDERMIS [t] 6.39 3.74 
SCRAPINGS 0 5.23 4.44 
SWEAT o 0.39 0.28 
SEBUM (POOLED) 0 0.86 0.29 
BLE Ill 


RAL MINOCIN Minocycline HCI EFFECTIVENESS IN INITIAL CLINICAL TRIALS* 


. Common skin and soft tissue infections 
1 which a single pathogen (Staphylococcus aureus t) was isolated: 







Clinical 
Response 








No. of 
Patients 


ignosis Satisfactory 








Cellulitis 
Dermatitis Atopic 
Dermatitis Eczematous 
Dermatitis Repens 
Eczema Dyshidrotic 
Folliculitis 

Impetigo 

Impetigo Contagiosa 
Infection Incision** 
Infection Skin** 

Lichen Simplex Chronicus 
Lymphadenitis 
Paronychia Finger 
Pustules 

Pyoderma 

Sinus Tract Chest 


Sycosis Barbae 
Ulcer Leg 


Totals 25 


1** 
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IN BEEN 
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1en bacteriologic testing indicates appropriate susceptibility to MINOCIN 
nocycline HCI. 

specified. 

racyclines are not the drug of choice in the treatment of any type of 
phylococcal infection. MINOCIN is indicated for treatment of Staphy- 
occus aureus skin and soft tissue infections only when bacteriologic 

ts indicate appropriate susceptibility to the drug 







Unsatisfactory 





TABLE | 


ORAL MINOCIN Minocycline HCI PENETRATES SKIN AND MUSCLE TISSUES 













AVERAGE CONCENTRA- 





NUMBER OF 











TISSUE SPECIMENS TION mcg/gm 
MUSCLE 5 
SKIN 





Data in humans were derived from the pharmacologic trial in 
patients scheduled for various types of surgery. They were given 
the MINOCIN loading dose of 200 mg initially followed by 100 mg 
at 12-hour intervals for four days. At the time of surgery, a blood 
sample was drawn and a two-gram specimen of excised tissue was 
reserved for analysis 


Values shown are average minocycline levels in 4 healthy male 
subjects who received 200 mg initially, followed by 100 mg b.i.d 
for 21 days. Assays were performed on the 8th and 21st day of 
therapy. Note that levels were higher in dermis, epidermis and 
skin scrapings than in serum 





MINOCYCLINE HCI 
CAPSULES 


Adjunctive 
therapy in 
severe acne 


New MINOCIN Minocycline HCI 50 mg 
capsules facilitate adjustment of MINOCIN 
regimens according to individual patients. 
New standardized regimens of 100 mg or 200 
mg stat, 50 mg q.i.d. are alternative to usual 
regimen of 200 mg initially, 100 mg q. 12 h., 

if more frequent doses are preferred. Also 
available as 50 mg/5cc syrup. 


Before prescribing MINOCIN, please refer to the prescribing information for full description 
m» of adverse effects and precautions, a copy of which is on the last page of this advertisement. 





DISCOVER 


the meaning of microbial specificity with 
E 





MINOCYCLINE HC! 


semisynthetic tetracycline 
for office and hospital 


MINOCIN provides 
effective therapy with 
relatively few problems 


@ Penetrates skin and muscle tissues. 


@ Well absorbed even with food, dairy 
products or colas. 


@ No photosensitivity to date. 


@ Enamel hypoplasia/tooth staining can 
occur in children under eight. 


@ If renal impairment exists, lower than 
usual doses are indicated. (See WARNING 
in Package Insert.) 


@ Lightheadedness that may occur is tran- 


sient, disappearing during therapy or always 


after therapy is completed. 


@ Dosage form flexibility: supplied as 50 mg 
and 100 mg capsules, 50 mg/5 cc syrup, and 


100 mg/vial intravenous. 


Lederle Laboratories 
ederle A Division of American Cyanamid Company 


Pearl River. N.Y. 10965 


NEW 
50 mg 
CAPSULE 


...if more 
frequent doses 
are preferred 







MINOCIN Minocycline Hydrochloride 


Oral and Intravenous 
DESCRIPTION: MINOCIN minocycline hydrochlo- 
ride is a semi-synthetic derivative of tetracycline 
7-dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride 





Intravenous: Each vial, dried by cryodesiccation 
containssterile Minocycline Hydrochloride equiva- 
lent to 100 mg Minocycline. When reconstituted 
with 5 cc of Sterile Water For Injection the pH 
ranges from 2 0to28 


ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein syn- 
thesis. Minocycline HCI is a tetracycline with anti- 
bacterial activity comparable to other tetracyclines 
with activity against a wide range of gram-negative 
and gram-positive organisms 

Tube dilution testing’ Microorganisms may be 
considered susceptible (likely to respond to mino- 
cycline therapy) if the minimum inhibitory concen- 
tration (M IC.) isnot more than 4 O mcg /ml Micro- 
Organisms may be considered intermediate 
harboring partial resistance) if the MIC. is 4 O to 
12.5 mcg /ml andresistant (not likely to respond to 
minocycline therapy) if the MIC is greater than 
12 5 mcg / ml 

Susceptibility plate testing: If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg 
tetracycline disc) gives a zone of 18 mm or greater 
the bacterial strain is considered to be susceptible 
to any tetracycline. Minocycline shows moderate 
in vitro activity against. certain. strains of 
staphylococci which have been found resistant to 
other tetracyclines. For such strains minocycline 
suscertibility powder may be used for additional 
susceptibility testing 


INDICATIONS. MINOCIN minocycline HCI is indi- 
cated in infections caused by the following micro- 
organisms 
Rickettsiae: (Rocky Mountain spotted fever. ty- 
phus fever and the typhus group. Q fever. rickett- 
Ssialpox, tick fevers.) 
Mycoplasma pneumoniae (PPLO. Eaton agent 
Agents of psittacosis and ornithosis. Agents of 
lymphogranuloma venereum and granuloma in- 
guinale The spirochetal agent of relapsing fever 
Borrelia recurrentis). The following gram-nega- 
tive micro-organisms: Hemophilus ducreyi 
chancroid). Pasteurella pestis and Pasteurella 
tularensis, Bartonella bacilliformis, Bacteroides 
species. Vibrio comma and Vibrio fetus. Brucella 
species (in conjunction with streptomycin) 
Because many strains of the following groups of 
micro-organisms have been shown to be resistant 
to tetracyclines. culture and susceptibility testing 
are recommended 
MINOCIN minocycline HCI is indicated for treat- 
ment of infections caused by the following gram- 
negative micro-organisms, when bacteriologic test- 
ing indicates appropriate susceptibility to the drug 
Escherichia coli. Enterobacter aerogenes (for- 
merly Aerobacter aerogenes). Shigella species 
Mima species and Herellea species. Haemo 
philus influenzae (respiratory infections), Kleb- 
siella species (respiratory and urinary infections 
MINOCIN ts indicated for treatment of infections 
caused by the following gram-positive micro-or- 
ganisms when bacteriologic testing indicates ap- 
propriate susceptibility to the drug 
Streptococcus species: Up to 44 percent of strains 
of Streptococcus pyogenes and 74 percent of 
Streptococcus faecalis have been found to be re- 
sistant to tetracycline drugs. Therefore, tetracy- 
clines should not be used for streptococcal disease 
unless the organism has been demonstrated to be 
sensitive 
For upper-respiratory infections due to group A 
beta-hemolytic streptococci. penicillin is the usual 
drug of choice. including prophylaxis of rheumatic 
fever 


















FEDIATRIC DOSAGE 


DULT DOSAGE 
^ (GENERAL) 


(GENERAL) 






HOW SUPPLIED 








MINOCIN IV. 
100 mg/Vial 


1Vial100 mg - 


2 kg initially. 
a ee d Box of 100 Vials 


200 mg initially, 2m dd 12H 


100 mg q. 12 h. 












MINOCIN Capsules 


Bottles of 50's and 100's; 





















200 mg initially, 4 mg/kg initially, t l 
ToO mg 100 mg a. 12h 2 mg/kg q. ine Unit dose 10 x 10's. 
MINOCIN Capsules 100 mg or 200 mg 4 mg/kg initiall : 
50 mg initially, 50 mg E SriO/ Ke q.12 nt Bottles of 100's 








s j qi.d. 





MINOCIN Syrup 


50 mg/5 cc 
a 2 teaspoonfuls 


(100 mg) initially, 
1 teaspoonful 
(50 mg) a.i.d. 











4 mg/kg initially. 


2 mg/kg q.12h. 2-fluidounce Bottles 











Diplococcus pneumoniae, 
Staphylococcus aureus, skin and soft tissue infec- 
tions. Tetracyclines are not the drug of choice in the 
treatment of any type of staphylococcal infection. 
When penicillin is contraindicated. tetracyclines 
are alternative drugs in the treatment of infections 
due to: 
Neisseria gonorrhoeae, Treponema pallidum and 
Treponema pertenve (syphilis and yaws), Listeria 
monocytogenes, Clostridium species, Bacillus 
anthracis, Fusobacterium fusiforme (Vincents 
infection), Actinomyces species. g 
In acute intestinal amebiasis, the tetracyclines 
may be a useful adjunct to amebicides. 

- MINOCIN is indicated in the treatment of tracho- 
ma, although the infectious agent is not always 
eliminated, as judged by immunofluorescence. In- 
clusion conjunctivitis may be treated with oral tetra- 
cyclines or with a combination of oral and topical 
agents. 


Oral only: In severe acne, the tetracyclines may 
be useful adjunctive therapy. Minocycline is indi- 
cated in the treatment of asymptomatic carriers of 
N. meningitidis to eliminate meningococci from the 
nasopharynx. 

In order to preserve the usefulness of MINOCIN 
minocycline HCI in the treatment of asymptomatic 
meningococcal carriers, diagnostic laboratory pro- 
cedures, including serotyping and susceptibility 
testing, should be performed to establish the carrier 
state and the correct treatment. It is recommended 
that the drug be reserved for situations in which the 
risk of méningococcal meningitis is high. 

Minocycline is not indicated for the treatment of 
meningococcal infection. 


CONTRAINDICATIONS. This drug is contraindi- 
cated in persons who have shown hypersensitivity 
to any of the tetracyclines. 


WARNINGS. In the presence of renal dysfunction, 
particularly in pregnancy, intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. 

Whenthe needfor intensive treatment outweighs 
its potential dangers (mostly during pregnancy or in 
individuals with known or suspected renal or liver 
impairment), itisadvisable to perform renalandliver 
function tests before and during therapy. Also tetra- 
cycline serum concentrations should be followed. 

If renal impairment exists, even usual oral or par- 
enteraldoses may lead to excessive systemic accu- 
mulation of the drug and possible liver toxicity. 
Under such conditions, lower than usual total doses 
are indicated, and if therapy is prolonged, serum 
level determínations of the drug may be advisable. 
This hazard is of particular importance in the paren- 
teral administration of tetracyclines to pregnant or 
post-partum patients with pyelonephritis. When 

' used under these circumstances, the blood level 
should not exceed 15 micrograms/ml. and liver 
function tests should be madeat frequent intervals. 
Other potentially hepatotoxic drugs should not be 
prescribed concomitantly. 

The use of tetracyclines during tooth develop- 
ment (last half of pregnancy, infancy, and childhood 
to the age of 8 years) may cause permanent dis- 
coloration of the teeth (yellow-gray-brown) This ad- 
verse reaction is rrore common during long-term 
use of the drugs but has. been observed following 
repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines. therefore, 
should not be used in this age group unless other 
drugs are not likelv to be effective or are contra- 

^ indicated. 

Photosensitivity manifested by an exaggerated 
sunburn reaction has been observed in some indi- 
viduals taking tetracyclines. Patients apt to be ex- 
posed to direct sunlight or ultraviolet light should 
be advised that this reaction can occur with tetra- 
cycline drugs, and treatment should be discontin- 
ued at the first evidence of skin erythema. Studies 
tnhdateindicatethat nhatosensitivitv rines not occur 


The antianabolic action of the tetracyclines may 
cause an increase in BUN. While this is not a prob- 
lem in those with normal renal function. in patients 
with significantly impaired function, higher serum 
levels of tetracycline may lead to ezotemia, hyper- 
phosphatemia, and écidosis. 

CNS side effects including lightheadedness. diz- 
zinessor vertigo have been reported. Patients who 
experience these symptoms should be cautioned 
about driving vehicles or using hazardous machin- 
ery while on minocycline therapy. These symptoms 
may disappear during therapy and always dis- 
appear rapidly when the drug is discontinued. 


Usage in Pregnancy. (See above ^ Warnings" about 
use during tooth development.) 

Results of animal studies indicate that tetracy- 
clines cross the placenta, are found in fetal tissues 
and can have toxic effects on the developing fetus 
(often related to retardation of skeletal develop- 
ment). Evidence of embryotoxicity has also been 
notedin animals treated early in pregnancy. 


Usage in newborns, infants, and children. (See 
apaa "Warnings" about use during tooth develop- 
ment. 

All tetracyclines forma stable calcium complex in 
any bone forming tissue. A decrease in the fibula 
growth rate has been observed in prematures given 
oral tetracycline in doses of 25 mg/kg. every 6 
hours. This reaction was shown to be reversible 
when the drug was discontinued. 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class. 


PRECAUTIONS. As with other antibiotics prepara- 
tions, use of this drug may resuit in overgrowth of 
nonsusceptible organisms, including fungi. If super- 
infection occurs, the antibiotic should be discon- 
tinued and appropriatetherapy should beinstituted. 

In venereal diseases when coexistent syphilis is 
suspected, darkfield examination should be done 
before treatment is started and the blood serology 
repeated monthly for at least 4 months. 

Because tetracyclines have been shown to de- 
press plasma prothrombin activity, patients who are 
on anticoagulant therapy may require downward 
adjustment of their anticoagulani dosage. 

in long-term therapy. periodic laboratory evalua- 
tion of organ: systems, including hematopoietic, 
renal and hepatic studies should be performed. 

All infections due to Group 4 beta-hemolytic 
streptococci should be treated fcr at least 10 days. 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin, it is advisable to 
avoid giving tetracycline in conjunction with peni-- 
cillin. 


ADVERSE REACTIONS. Gastrointestinal: Ano- 
rexia, nausea, vomiting, diarrhea, glossitis, dys- 
phagia, enterocolitis. and inflammatory lesions 
{with monilial overgrowth) in the anogenital region. 
These reactions have been caused by both the 
oral and parentera. administraticn of tetracyclines. 
Skin: Maculopapular and erythematous rashes. 
Exfoliative dermatitis has been reported but is un- 
common. Photosensitivity is discussed above. (See 
"Warnings." Renal toxicity: Rise in BUN has been 
reported and is apparently dose related. (See 
"Warnings^) Hypersensitivity reactions: Urticaria, 
angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis and exacerbation of systemic 
lupus erythematosus. Bulging fontanels have been 
reported in young infants following full therapeutic 
dosage. This sign disappeared rapidly when the 
drug was discontinued. Biood: Hemolytic anemia. 
thrombocytopenia, neutropeniz and eosinophilia 
have been reported. CNS: (See "Warnings? ) When 
given over prolonged periods, :etracyclines have 
beenreportedtoproduce brown-black microscopic 
discoloration of thyroid glands. No abnormalities 
of thyroid functior studies are known to occur. 


DOSAGE AND ADMINISTRATION: ORAL Theranv 








symptoms and fever have subsided. 

Concomitant therapy: Antacids containing 
aluminum, calcium. or magnesium impair absorp- 
tion and should not be given to patients taking oral 
tetracycline. 

Studiestodate haveindicated that the absorption 
of MINOCIN is not notably influenced by foods and 
dairy products. 

In patients with renal impairment: (See "Warn- 
ings.) Total dosage should be decreased by reduc- 
tion of recommended individual doses and/or by 
extending time intervals between doses. _ 

In the treatment of streptococcal infections. a 
therapeutic dose of tetracycline should be adminis- 
tered for at least 10 days. ; 

ADULTS: The usual dosage of MINOCIN minocy- 
cline HCI is 200 mg. initially followed by 100 mg. 
every 12 hours. Alternatively. if more frequent doses 
are preferred, two or four SO mg. capsules may be 
given initially followed by one 50 mg. capsule four 
times daily. 

CHILDREN: The usual dosageof MINOCIN mino- 
cycline HCl is 4 mg./Kg. initially followed by 2 mg./ 
Kg. every 12 hours. 

Fortreatment of syphilis, the usual dosage of 
MINOCIN should be administered over a period of 
10-15 days. Close followup. including laboratory 
tests. is recommended. . 

Gonorrhea patients sensitive to penicillin may be 
treated with MINOCIN. administered as 200 mg. 
initially followed by 100 mg. every twelve hours for 
a minimum of 4 days. with post-therapy cultures 
within 2-3 days. 

In the treatment of meningococcal carrier state 
recommended dose is 100 mg. every 12 hours for 
five days. 


DOSAGE AND ADMINISTRATION: INTRAVE- 
NOUS. Note: Rapid administration is to be avoided. 
Parenteral therapy is indicated only when oral 
therapy is not adequate or tolerated. Oral therapy 
should be instituted as soon as possible. If intrave- 
nous therapy is given over prolonged periods of 
time. thrombophlebitis may result. 

ADULTS: Usual adult dose: 200 mg. followed by 
100 mg. every 12 hours and should not exceed 
400 mg. in 24 hours. The drug should be initially dis- 
solvedandthen further diluted to 500-1,000 cc. with 
either Sodium Chloride Injection USP. Dextrose 
Injection USP, Dextrose and Sodium Chloride In- 
jection USP, Ringer's Injection USP, or Lactated 
Ringers Injection USP but not in other solution 
containing calcium (a precipitate may form). 

The reconstituted solutions are stable at room 
temperature for 24 hours without significant loss of 
potency. Any unused portions must be discarded 
after that period. The final dilution for administration 
should be administered immediately. 

CHILDREN: Usual pediatric dose: 4 mg./kg. fol- 
lowed by 2 mg./kg. every 12 hours. 

In patients with renal impairment: {See “Warn- 
ings:) 

Total dosage should bedecreased by reduction of 
recommended individual doses and/or by extend- 
ing time intervals between doses. 


HOW SUPPLIED. Capsules— Minocycline Hydro- 
chloride equivalent to 100 mg. Minocycline. Hard- 
shell purple and orange. Bottles of 50 and 100; Unit 
Dose 10 x 10's. Product No. 5301. 

Minocycline Hydrochloride equivalent to 50 mg. 
Minocycline. Hardshell orange. Bottles of 100 and 
Unit Dose 10 x 10's. Product No. 5300. 

Syrup— Minocycline Hydrochloride equivalent 
to 50 ma. Minocycline per teaspoonful (5 cc.). Pre- 
served with propylparaben 0.10% and butylparaben 
0.06% with Alcohol USP 5% v/v. Custard-flavored in 
bottles of 2 fl. oz. Product No. 5313. 

Intravenous—100 mg. vials of sterile cryodesic- 
cated powder, Product No. 5305. (Combined 5/73) 


MILITARY FSN 6505-149-0574 100 mg LV. 


MILITARY, FEN O30 00-5112. 100 mo capsulos (50s) 





Hydrates 
dry, itchy skin... 
for all-over 
body care 

Keri Lotion 


— See PDR. Supplied 612 and 13 fl. oz. bottles 
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On the following pages 

the makers of LIDEX* present 

the second in a new series on topics 
of special.dermatologic interest. 


THE SYSTEM 


What should a topical steroid give you? 
Maximum steroid release for effective control 
of itch and inflammation. 


Thats exactly why we've made LIDEX' a system. 
A unique steroid/base system. 


The LIDEX’ bases are specifically designed to 
keep the steroid 100% dissolved. So the steroid 
goes on the lesion totally ready for action. 


The LIDEX’ System. Effective therapy for all 
steroid responsive disorders. 


LIDEX.... 
(FLUOCINONIDE) 

MORE THAN A STEROID 
A STEROID / BASE SYSTEM 


See prescribing information on last page. 
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LIDEX -tócnonoe 
THE SYSTEM 


CORTICOSTEROID 
BIOAVAILABILITY 
ASSAYS 


AN ABSTRACT 


FROM THE INSTITUTE 

OF CLINICAL MEDICINE, 

SYNTEX RESEARCH, 

PALO ALTO, CALIFORNIA, U.S.A. 


The base in which a corticosteroid is 
incorporated can either enhance the 
potency of the steroid — or, conversely, 
can reduce potency — depending on 
physiochemical compatibility. This finding 
is of major significance, particularly in 
view of previously held concepts of the 
base simply as a stable, cosmetically 
acceptable vehicle for topical steroid 
administration. 


an one steroid that is theoretically more 

potent than another be reduced in its 

effectiveness when blended into a base 

which looks good and feels good, but 

which has not been designed for phys- 

iochemical compatibility? The point is 
important because most commercial considerations 
for acceptable bases have centered mainly on their 
stability and cosmetic elegance, not on their interac- 
tion with the steroid. 


In several assays and in a Clinical trial, two steroids. 
fluocinonide and fluocinolone acetonide, were first 
tested for their relative potencies. Fluocinonide. in 
alcoholic vasoconstrictive assays, was demonstrated 
to be five times more potent than fluocinolone aceton- 
ide. The steroids were then incorporated into the same 
base, Test Base A. This is the commercially available 
base for fluocinolone acetonide, one which is appro- 
priately suited for it and which, by physiochemical 
theory, is ill-suited to fluocinonide. Concentrations for 
each steroid were 0.01%. 
The next assays were vasoconstriction, suppression 
of inflammation induced by croton oil and ultraviolet 
and an assay on chronic stable psoriatic patients. As 
had been expected, vasoconstrictive assay results 
(Figure 1) showed no significant superiority of one 
steroid over another without occlusion. The ultraviolet 
and croton oil assays also produced no statistically 
significant difference. In the Scholz-Dumas psoriasis 
assay, fluocinolone acetonide, reflecting its excellent 
activity under occlusion, completely cleared 14 of 15 
test sites in two weeks. In the same study, the theo- 
retically more potent fluocinonide in the physiochemi- 
cally unsuitable Test Base A, completely cleared only 
six of 10 areas. 
In the clinical trial that followed these assays, four 
dermatologists performed a double blind paired 
comparison of six symmetrical dermatoses: psoria- 
sis, atopic dermatitis, eczematous dermatitis, lichen 
planus, contact dermatitis and seborrheic dermatitis. 
Application was t.i.d. without occlusion. Figure 2 
shows a tie between the two preparations in terms of 
initial clinical response. 
luocinonide in its own optimized FAPG® 
cream base, however, presents an en- 
tirely different picture: that of signifi- 
cantly improved steroid potency. Figure 
3 illustrates the percent of sites show- 
ing vasoconstriction after application 
of fluocinonide in FAPG® base for six hours. Effec- 
tiveness is superior to its performance in Test Base A 
even at a concentration of 0.005%, as well as 0.01% 
and 0.0596. In an actual disease state, the psoriasis 
assay, using occlusion, fluocinonide in FAPG® cream 
shows a potency of 1.85 if fluocinolone acetonide is 
rated as 1.00. Thus, both the vasoconstrictor and the 
psoriasis assays demonstrate that, in a base specif- 
ically designed to take advantage of its physiochem- 
istry, fluocinonide demonstrates significantly greater 


potency than when formulated in a less than ideal 
base. 


CONCLUSION: Though stability and cosmetic re- 
quirements are important, they should not be the only 
major considerations in formulating topical steroid 
bases. A steroid develops its full potency only in bases 
that are, in addition, physiochemically suited to it. To 
demonstrate this, two steroids, fluocinonide and fluo- 


FLUOCINOLONE 
ACETONIDE 0.01% 
IN TEST BASEA 


FLUOCINONIDE 0.01% 
IN TEST BASE A 


Figure 1 


Formulation vaso- 
constriction results of 
fluocinolone acetonide 
and fluocinonide in 
Test Base A. 

Without occlusion, 
the two preparations 
are equipotent, 
demonstrating the 
poor release 

of fluocinonide from 
this base. 


Figure 2 

Clinical trial graph of 
fluocinonide and 
fluocinolone acetonide 

in Test Base A. 

With poor release of the 
more potent corticosteroid 
from this base, the best 

it can achieve is a tie 
against a corticosteroid of 
lesser inherent potency 


TIES: 15 


EXCESS PREFERENCES 


cinolone acetonide, were both tested in a commer- 
cially available base. This test base was optimally 
suited for fluocinolone acetonide and less than ideal 
for fluocinonide. The five times more potent fluocino- 
nide was reduced to the potency of fluocinolone ace- 
tonide. In its own optimized FAPG® base, however, 
fluocinonide demonstrated significantly increased 
potency over that observed in a less than ideal base, 
even at small steroid concentrations. 


TOTAL SITES 
RESPONDING 


0.01% 
CONCENTRATION 


OCCLUDED 


FLUOCINOLONE 
ACETONIDE 0.01% 
IN TEST BASEA 


35 383940 


FLUOCINONIDE 0.01% 
IN TEST BASE A 





in a base from which 
it is efficiently released. 


FLUOCINONIDE 


Figure 3 
IN FAPG BASE 


Percent of sites showing M 
vasoconstriction CONCENTRATION 79 
after application of 01% 

3 mg. of FAPG® cream CONCENTRATION so 
containing fluocinonide | osx 

for six hours. Vaso- CONCENTRATION 
constriction readings at 50 
8, 24, 32 and 48 hours. 

Note that at the 

0.05% concentration, 

vasoconstriction results 

by open techniques are 

almost equal to results 

in the occluded sites. 


/ 
^4 .005 OPEN 


ALCOHOL SOLUTION: FLUOCINONIDE 5X MORE 
POTENT THAN FLUOCINOLONE ACETONIDE 


-05 OCCLUDED TOTAL SITES 


RESPONDING 


.005 OPEN 
01 OPEN 
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LIDEX* 


[fluocinonide] 
Cream 


0.05% 
FOR TOPICAL USE ONLY 


CAUTION: Federal law 
prohibits dispensing 





without prescription 





LIDEX 


[fluocinonide] 
Ointment 
0.05% 


FOR TOPICAL USE ONLY 


CAUTION: Federal law 
prohibits dispensing 
without prescription. 


























15 g. and 
60 g. tubes 

















DESCRIPTION 

LIDEX cream 0.05% and LIDEX ointment 0.05% contain 
the active compound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6«, 9a- difluoro-118, 16a, 17a, 21-tetrahy- 
droxypregna-1, 4-diene-3, 20-dione, cyclic 16, 17-acetal 
with acetone 21-acetate. 

LIDEX cream contains fluocinonide in FAPG® cream, a 
specially formulated cream base consisting of stearyl alco- 
hol, polyethylene glycol 6000, propylene glycol, 1, 2, 6- 
hexanetriol and citric acid. This white cream vehicle is 
greaseless, non-staining, anhydrous and completely water 
miscible. The base provides emollient and hydrophilic 
properties. In this formulation, the active ingredient is 
totally in solution. 


LIDEX ointment contains fluocinonide in a specially formu- 
lated ointment base consisting of Amerchol CAB, white 
petrolatum, propylene carbonate and propylene glycol. It 
provides the occlusive and emollient effects desirable in 
an ointment. In this formulation the active ingredient is 
totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment are effective be- 
cause of their anti-inflammatory, anti-pruritic and vasocon- 
strictor action. 


INDICATIONS 

LIDEX cream and ointment are intended for topical use, 
as adjunctive therapy for the relief of inflammatory mani- 
festations of acute and chronic corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia and vari- 
cella. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation 


PRECAUTIONS 

f irritation develops, the cream or ointment should be dis- 
continued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal 
or antibacterial agent should be instituted. 

f a favorable response does not occur promptly, the corti- 
costeroid cream or ointment should be discontinued until 
the infection has been adequately controlled. 

f extensive areas are treated, the possibility exists of 
increased systemic absorption and suitable precautions 
should be taken. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in 
pregnant females has not absolutely been established. 
Therefore, they should not be used extensively on pregnant 
patients, in large amounts or for prolonged periods of time. 
LIDEX* (fluocinonide) cream and ointment are not for oph- 
thalmic use. 

ADVERSE REACTIONS 

The following local adverse reactions have been reported 
with topical corticosteroids: 

















itching folliculitis acneform eruptions 
dryness burning sensations hypopigmentation 
striae skin atrophy secondary infection 


DOSAGE AND ADMINISTRATION 
A small amount should be gently massaged into the af- 
fected area three or four times daily, as needed. 


HOW SUPPLIED 
LIDEX 0.05% Cream — 15 g. and 60 g. tubes 
LIDEX 0.05% Ointment — 15 g. and 60 g. tubes 


SYNTEX 


SYNTEX LABORATORIES, INC 
PALO ALTO, CALIFORNIA 94304 


Charles C Thomas » Publisher 


LEPROSY: Diagnosis and Management (2nd Ed.) by Harry 
L. Arnold, Jr., Univ. of Hawaii School of Medicine, 
Honolulu, and Paul Fasal, Leprosy Service, U.S. Public 
Health Service Hospital, San Francisco. Provides basics of 
etiology, epidemiology, classification, diagnosis and treat- 
ment. Common misconceptions of infectivity and trans- 
missibility are dispelled. Special emphasis is placed on 
diagnostic criteria, selection of biopsy site and biopsy 
technique. '73, 108 pp., 68 il. (32 in full color), 3 tables, 
514.75 


TEEN SKIN (2nd Ptg.) by Gordon C. Sauer, Univ. of 
Kansas, Kansas City. This book is written for both boys and 
girls in a short, concise form by a skin specialist to answer 
questions about teenage skin problems. While complexion 
problems are the authors main concern, general care of the 
skin is also discussed along with related problems. A 
definite outline of therapy and management of skin 
problems is delineated in 1-2-3 fashion. 73, $0 pp., 12 il. 


SOAP PHOTODERMATITIS: Photosensitivity to Halo- 
genated Salicylanilides by Peter Simon Herman, Univ. of 
Sherbrooke, Quebec, Canada, and W. Mitchell Sams, Jr., 
Univ. of Minnesota, Rochester. A detailed description of 
historical and chemical aspects of the halogenated salicy- 
lanilides and their close analogs are given with clinical 
aspects of their association with photosensitivity. '72, 192 
Dp., 24 il. (3 in full color), 2 tables, $14.75 


RADIUM RECIPES FOR CUTANEOUS CANCER (The 
Manchester Method) by J. B. Howell, The Univ. of Texas 
Southwestern Medical School, Dallas. In Collaboration with 
W. J. Meredith and Gerald Swindell. Written as a guide for 
proper application of this method, the text provides a 
review of the physical aspects of radium and its application 
to treatment of cutaneous cancer. A series of recipes or 
patterns of radium needles suggested for treatment of 
cutaneous cancer of progressively larger dimensions is set 
forth. 72, 160 pp., 49 il., 2 tables, $14.75 


THE NAILS IN DISEASE (2nd Ed.) by Peter D. Samman. 
The First Edition of this work was well received and filled a 
need as a practical guide to nail disorders. The book has 
been considerably expanded and a number of dermatologi- 
cal conditions not described previously are now included. 
Many new illustrations have been added as well as many 
new references which, for convenience, have been placed at 
the end of each chapter. "72, 188 pp., 185 il. (8 in full 
color), $10.50 


PATTERNS OF SKIN pH FROM BIRTH THROUGH 
ADOLESCENCE: With a Synopsis on Skin Growth by Hans 
Behrendt and Marvin Green, both of New York Medical 
College, New York City. A very pertinent synopsis on skin 
growth, both structurally and chemically. Colorimetric and 
potentiometric procedures of pH determination on the skin 
surface, as well as the prerequisites of correct interpretation 
are set forth. ’7/, 116 pp. (6 3/4 x 9 3/4), 33 il., 41 tables, 
$8.25 


301-327 EAST LAWRENCE AVENUE œ 


HUMAN HAIR GROWTH IN HEALTH AND DISEASE by 
David Ferriman, North Middlesex Hospital, London, 
England. Provides an account of the normal morphology 
and physiology of hair growth and defines the factors 
underlying two major disturbances of such growth-Hirsuties 
and alopecia. Spatial distribution, rate of growth, nature of 
the hair cycle, types of hair growth, the role of androgens 
in body hair growth are discussed at length. ’7/, 76 pp., 12 
il., 3 tables, $5.50 


ACNE VULGARIS by Samuel B. Frank, New York Univ. 
School of Medicine, New York City. All those interested in 
acne will find valuable data here — they will be able to 
evaluate what has been productive in understanding the 
pathogenesis of acne, and will be in a better position to 
assess what is successful in the treatment of this so common 
disorder. Presented in three major sections covering patho- 
genesis, therapy and differential diagnosis of acne. 77, 448 
pp., 50 il., (18 in full color), $22.50 


AUTOSENSITIZATION IN PEMPHIGUS AND BULLOUS 
PEMPHIGOID by Ernst H. Beutner, State Univ. of New 
York at Buffalo; Tadeusz P. Chorzelski, Warsaw Medical 
School, Warsaw, Poland; and Robert E. Jordon, Mayo 
Graduate School of Medicine, Rochester, Minnesota. Fore- 
words by Albert H. Coons and Ernest Witebsky. Meth- 
odology and techniques as well as clinical aspects of these 
diseases as related to their immunopathology are all 
described in detail. '70, 208 pp. (7 x 10), 88 il., 44 tables, 
$22.75 


SKIN SURGERY (3rd Ed.) edited by Ervin Epstein, Univ. 
of California Medical School. (32 Contributors) Greatly 
enlarged and modernized, this new edition includes 
chapters on laser surgery, cancer cryosurgery, skin grafting 
and chemosurgery as well as the psychiatry of cosmetic 
surgery, hair transplantation and dermabrasion. Especially 
valuable for dermatologists and plastic surgeons. '70, 664 
pp. (7 x 10), 666 il. (4 in full color), 15 tables, $48.50 


ALLERGIC CONTACT DERMATITIS IN THE GUINEA 
PIG: Identifications of Contact Allergens by Bertil 
Magnusson, Univ. of Lund, Malmo, Sweden, and Albert M. 
Kligman, Univ. of Pennsylvania School of Medicine, Phila- 
delphia. Assesses quantitatively the importance of the many 
variables which influence the induction and elicitation of 
allergy to simple chemicals. A practical experimental 
system for evaluating the immunogenicity of new drugs. 
70, 160 pp. (6 3/4 x 9 3/4), 20 iL, 63 tables, $17.50 


CLASSICS IN CLINICAL DERMATOLOGY: With Bio- 
graphical Sketches (2nd Ptg.) by Walter B. Shelley and John 
T. Crissey, both of Univ. of Pennsylvania. Introduction by 
John H. Stokes. This volume presents a nucleus of thought 
from which modern dermatology has grown and developed. 
As a source book it offers many of the ablest original 
contributions to the field of descriptive clinical derma- 
tology. The diseases depicted vary from daily clinic fare to 
the rarest of the rare. '70, 496 pp., 107 il., $14.50 


SPRINGFIELD œ ILLINOIS e 62717 


FOSTEX 
completes the picture 


There are 4 number of reasons í for recomiitading Fostex: 
it cleanses, dégreases, dries, 
penetrates plugged pores and 1 mildly peels. acne. 


See PDR. Fostex Cake(3% oF bars. Fostex Cream 4⁄2 oz. jars. M X 


Contains: SEBULYTIC® brand gt soapless cleansers and wetting agents; N \ t i 
licylic acid 2%. 2 kaj \ 


micropulverized sulfur 2%; 





WESTWOOD PHARMACEUTICALS INC. Buffalo, New York 14213 


f d Ay 


"Funny, 


it doesn't 
look like 

a tar 
shampoo." 


And Vanseb®-T Cream Tar Shampoo 
doesn't smell like one either. Most tar 
shampoos are liquids that leave the hair 
dry, brittle and unmanageable with a 
characteristically unpleasant odor. 

Vanseb-T is effective as an adjunct in 
the treatment of seborrheic dermatitis. 
Yet Vanseb-T leaves hair soft and silky 
without the usual tar after-odor. 

Using Vanseb-T your patients get the 
activity of tar WITHOUT tar's usual 
cosmetic liabilities. 

Vanseb-T. The elegant tar shampoo 
that leaves hair the way your patients 
want it. 














Division of Allergan Pharmaceuticals 


H G. S. Herbert Laboratories 
Irvine, California 92664 


Vanseb-T 
Tar Shampoo 


Sulfur 2%, salicylic acid 1%, coal tar 
solution 5% (equivalent to 1% crude coal 
tar) in a blend of surfactants and 
protein. 
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A topical steroid 


that has clinically 


succeeded 
in study...after study...after study ™ 


Excellent/good results 
059 nares dp asics 
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R CLINICAL CONSIDERATIONS: 
-Description VALISONE products contain 
betamethasone — p 17,21- 
trihydroxy-16; -methylpregna-1,4-diene-3,20- 
dione 17-valerate). Each gram of VALISONE 
Cream 0.1% contains 1.2 mg. betamethasone 


brand of valerate (equivalent to 1.0 mg. betamethasone) 


in a soft, white, hydrophilic cream of water, 
mineral oil, petrolatum, polyethylene glycol 1000 
monocetyl ether, cetostearyl alcohol, monobasic 
sodium phosphate, and phosphoric acid; 4- 
chloro-m-cresol is present as a preservative. Each 

Q gram of VALISONE Ointment 0.1% contains 
1.2 mg. betamethasone valerate (equivalent to 

2 9 1.0 mg. betamethasone) in an ointment base of 


liquid and white petrolatum, and hydrogenated 
lanolin. VALISONE Cream and Ointment 


e contain no parabens. 
Indications VALISONE Cream and 
Ointment are indicated for the relief of the 
inflammatory manifestations of corticosteroid- 


; ; responsive dermatoses. 
Plus economy P.:.d. dosage often found effective! Contraindications  VALISONE Cream and 
j , Ointment are contraindicated in vaccinia and 

Available in 5 15, and 45 Gm. tubes. varicella. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions _ If irritation develops with the 
use of VALISONE Cream or Ointment, 
treatment should be discontinued and 
appropriate therapy instituted. In the 
presence of an infection, the use of an appro- 
priate antifungal or antibacterial agent should be 
instituted. If a favorable response does not 
occur promptly, the corticosteroid should be 


discontinued until the infection has been ade- 
E d Sd quately controlled. If extensive areas are treated 
rm or if the occlusive technique is used, the pos- 
% in contact e atitis sibility exists of increased systemic absorption of 
0 (81 of 84 patients)! the corticosteroid and suitable precautions should 


be taken. Although topical steroids have not 
been reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant females 
has not been absolutely established. Therefore, 
they should not be used extensively in pregnant 
patients, in large amounts, or for prolonged 
periods of time. VALISONE Cream and Oint- 
ment are not for ophthalmic use. 

Adverse Reactions The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The 
following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 

skin atrophy, striae, and miliaria. 

e and Administration Apply a thin 
film of VALISONE Cream or Ointment to the 
~ i affected skin areas one to three times a day. 

MIEG ao TA Clinical studies of VALISONE have indicated 
= : that dosage only once or twice a day is often 
feasible and effective. AUGUST 1972 
For more complete details, consult Schering 
literature available from your Schering 
Representative or Professional Services 
Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
References: (/) Files of Headquarters Medical Research 
Division, Schering Corporation. (2) Carter, V. H., and 
Noon, R. O.: Curr. Therap. Res. 9:253, 1967. (3) Falk, M. S.: 
Cutis 2:788, 1966. (4) Goldblum, R. W.: Pennsylvania Med. 
69:50, 1966. (5) Nierman, M. M.: J. Indiana M. A. 10:1184, 
1966. (6) Zimmerman, E. H.: Arch. Dermat. 95:514, 1967. 
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advice from 





L&R. 


No other method cleans as completely and as effi- 
ciently as L & R Ultrasonics .. . and nothing cleans 
dermatological instruments faster and easier than 
the L & R “T-14” Ultrasonic Cleaning System. You 
just pour in the proper cleaning chemical, add the 
instruments to be cleaned and turn the machine on. 
Immediately invisible ultrasonic waves go to work 
gently and thoroughly cleaning all surfaces includ- 
ing the fine crevices that are impossible to reach 
any other way. 

Model "T-14" with Timer* .............. $162.50 


(without Timer 
deduct $20.00) 


*Stainless steel cover and sample cleaning chemical 
included. 

Full range of larger and smaller units available. 
Unconditional 1 year guarantee against defects in 
manufacturing or workmanship. 


General Medical Cleaning Solution (concentrate) $11.00 per gal. 


3.30 per qt. 

Autoclave and Sterilizer Kleener (concentrate) 
Non-toxic, easy ta use, completely neutral . $ 5.50 per at. 
$ 3.30 per pt. 


Features— The "T-14" provides the convenience and 
flexibility required by dermatologists. It is a countertop 
model and can easily be located in the O.R., examining 
rooms or laboratory. A full line of accessories is available 
for proper suspension of hair transplant punches and 
instruments. Use with L & R General Medical Cleaning 
Solution to remove blood, agar, serum, protein, etc. This 
solution is compatible for use with cold disinfection 
procedures. 


Clean your instruments 
with the ‘‘T-14”’ 
Ultrasonic Cleaner 


Racks for Orentreich 
and Stough Punches 


$8.95, $12.95 P-D Bur Rack 
$8.95 


E 


Auxiliary Pan 
(solid bottom) .......... $15.00 


Order through your supplier. 


llc C 


L & R MANUFACTURING COMPANY 





Stainless : 
Steel Basket ........... $24.50 


36t Injector 577 Elm Street, Kearny, New Jersey 07032 
TOD sias $2.95 940 Lee St., Des Plaines, Ill. 60016 
740 South Western Ave.,Los Angeles, Calif. 90005 
600 ml Beaker $2.00 In England L & R Ultrasonics, Ltd 
(not shown) 34-35 Great Sutton Street. London ECIV ODX, England 
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New from 
Texas Pharmacal Company 


Hurobate 


(betamethasone benzoate) 


Gel 0.0257 


* 0 








Hurobate 


(betamethasone benzoate) 





CAUTION: Federal law prohibits dispensing without a 
prescription. 

DESCRIPTION: Flurobate Gel 0.025% contains the 
active steroid compound betamethasone benzoate, the 
17-benzoate ester of betamethasone, having the chemi- 
cal formula of 9a-fluoro-118, 17, 21-trihydroxy-163- 
methylpregna-1, 4-diene-3, 20-dione 17-benzoate. Its 
chemical structure is: 


CH;OH 
l 





Flurobate Gel contains betamethasone benzoate in a 
specially formulated gel base consisting of 13.8% (w/w) 
alcohol, carboxy-vinyl polymer, propylene glycol, di- 
sodium edetate, diisopropanolamine and purified water. 
The gel is self-liquefying, clear, greaseless and nonstain- 
ing. 

In this formulation the active ingredient is completely 
solubilized and remains in the clear film without crystalli- 
zation after evaporation of volatile substances. 
ACTIONS: Flurobate Gel is effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive action. 
INDICATIONS: Flurobate Gel (betamethasone ben- 
zoate) is intended for topical application for symptomatic 
relief and adjunctive management of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contrain- 
dicated in viral diseases of the skin, such as varicella 
and vaccinia. Topical steroids are contraindicated in 


el 0.025% 


those patients with a history of hypersensitivity to any 
of the components of the preparation. 
This preparation is not tor ophthalmic use. 


PRECAUTIONS: If irritation develops, the gel should be 
discontinued and appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection 
has been adequately controlled. 

If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of increased sys- 
temic absorption of the corticosteroid and suitable pre- 
cautions should be taken. 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, the safety of their 
use in pregnant females has not absolutely been estab- 
lished. Therefore, they should not be used extensively 
on pregnant patients, or in large amounts, or for pro- 
longed periods of time. 

Due to the alcohol content of the vehicle, Flurobate 
Gel (betamethasone benzoate) may cause mild, transient 
stinging without irritation if used on excoriated skin. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical cortico- 
steroids: burning sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruptions and hypopigmenta- 
tion. 

DOSAGE AND ADMINISTRATION: Apply to affected 
areas 2 to 4 times daily as needed. 

HOW SUPPLIED: Flurobate Gel is supplied in 15 gm 
and 60 gm tubes. 

DISTRIBUTED BY: TEXAS PHARMACAL CO. 

San Antonio, Texas 78296 


U.S. Patent No. 3529060 
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soe) 0.075% law prohibits 
dispensing without prescription, 
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TEXAS PHARMACAL COMPANY The company that cares for your patients’ skin. San Antonio, Texas 78296 


“Doctor, with 
my delicate skin... 
what kind of soap 
should I use?” =æ 





Pure mild Ivory is one of the safest 
possible soaps you can recommend for 
delicate skin. More doctors recommend 


Ivory may safely be 


Ivory than any other soap: 
used as an adjunct to treatment 
of scabies, seborrhea and 

It makes sense. immersion experiments— impetigo. 
Ivorys absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest. least irritating - 
chances of irritation. soaps you can recommend. 

Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 





including patch tests and arm this clinical experience. 


Summary of Procter & Gamble Market Research Study #69222. available on request to intereste d physicians 





omed Lotion 
helps you help them 
reat acne, beautifully 


Komed is the original translucent, oil-free 
thixotropic lotion for the treatment of acne 
vulgaris. It dries rapidly to an invisible medi- 
cated film. And it is so cosmetically attractive 
and therapeutically active that patients will- 
ingly face the world with Komed all day long. 

Introduced nine years ago, Komed is still 
full of young ideas. Its patented Micel-A™ 
base does not stain and actually breaks down 
oils to help hold medication on the skin. And 
Komed contains no elemental sulfur. The 
evenly dispersed sodium thiosulphate decom- 
poses gradually, releasing nascent sulfur at the 
comedone site without marked development 
of sulfur odor. 

Komed has the medicinal and cosmetic 


cooling, astringent, drying and keratolytic. 
And because it dries rapidly to an invisible 
film, it may be worn by itself or under con- 
cealing cosmetics. 
Both Komed and TY 

Komed HC are pro- 
moted only to der- 
matologists. If you 
have not prescribed 
either recently, why 
not ask your Barnes- 
Hind representative 
for samples. 


INDV 2 


NOILO!I 
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Barnes-Hind Laboratories 
Division of Barnes-Hind 
Pharmaceuticals, Inc. 


for oily scalps of acne patients , ^ 


NEW PERNO Shampoo |FrR 


New Pernox® Shampoo...specially formulated for 
oily scalps associated with acne. A combination of 
biodegradable cleansers and hair conditioners, 
Pernox Shampoo effectively cleanses an oily scalp 
without leaving the hair dry and brittle. It has a pH 
of 5.5 which is the same as that of normal skin and 
scalp. Works into a rich lather...conditions as it 
cleanses...leaves hair soft and manageable with- 
out that fly-away look. 

Supplied: 4 oz. and 8 oz. plastic shatterproof bottles. 


a head start helps clear faces. 






















THE AMERICAN EAGLE 
Symbol of strength, independence 
and a way of life. 


ACHROMYCIN V 

A symbol of American research and 
manufacture in medicine. Proof that 
in America, products of quality can 
be made to compete successfully 
in a market full of imports. 


TETRACYCLINE HCI 

The major tetracycline 

hydrochloride made entirely in the 

U.S.A. Yet priced like the imports. 
Capsules: 100 mg, 250 mg and 500 mg 


Lederle LEDERLE LABORATORIES 
A Division of American Cyanamid Company 
Pearl River, New York 10965 793-3 





VANOXIDE-HC 
VANOXIDE 


or Intensive acne therapy! 


Initial therapy L. In vitro, microbiological evaluations confirm that 
This initial prescription for VANOXIDE-HC and VANOXIDE are 70% to 


the most rapid and 300% more effective against C. acnes than lotions 
dramatic improvement. containing on/y Benzoyl Peroxide', 











2. In vivo, VANOXIDE-HC and VANOXIDE actually 
penetrate the comedones and greatly reduce C. acnes 
concentrations within the pilosebaceous structures. 
For example, 45,000,000 C. acnes reduced to 600,000 
within two weeks. 


3. VANOXIDE-HC and VANOXIDE rapidly and 
dramatically suppress C. acnes flora in surface sebum 
with a typical reduction from over 10,000,000 /o 
less than 100 within two weeks’. 











Foll h 4. VANOXIDE-HC and VANOXIDE significantly 
Ollow-up t erapy decrease the quantity of surface sebum and reduce 


This follow-up prescription the free fatty acid to fatty esters ratio in sebum". 
for maintenance medication. 





5. VANOXIDE-HC and VANOXIDE increase the 
thickness of the stratum corneum yielding a very 
desirable "drying" effect which is quite gratifying, 
and assures essential patient cooperation’. 


References: 

IM. Rakieten, M.D., PhD., South Shore Bacteriological Research 
Lab., Islip, N.Y. 

2Unpublished Data. Personal Communications on File at 
Dermik Laboratories, Inc. 


Awe Dermmik | Syosset, N. Y. 11791 


L WHERE RESEARCH AND ECONOMY COME FIRST! 














t CAUTION — U.S. Federal law prohibits dispensing without prescription. COMPOSITION (As Dispensed) Hydrocortisone Alcohoi—0.5% W/V. Benzoyl Peroxide— 
5.070W/V. 5-Chloro-8-Hydroxyquinoline—0.25% W/V CONTRAINDICATIONS- Topical hydrocortisone preparations should not be used in the presence of tuber- 
culosis of the skin, viral infection, herpes simplex, vaccinia or varicella, including herpes simplex of the eye and adjacent skin and dendritic keratitis. 


B \ Barseb Thera-Spray 
Wiets you treat the scalp 


| „not the hair. 





BARSEB THERA- SPRAY 
the triple action topical 
spray that brings aerosol 
convenience to the treat- 
ment of seborrheic 
dermatitis. THERA - SPRAY 
is an easily applied medica- 
tion that your patients will be 
happy to use. And they'll 

: appreciate the economy that 
i THERA= SPRAY offers. 


THERA= SPRAY's unique 
applicator applies the 
medication to the area 

needing treatment—without 
disturbing the hair style. 
Cosmetically approved, 
THERA= SPRAY is clear, 
non-staining and odorless. 
Whether used in the office 
or home, BARSEB 
THERA = SPRAY has proven 
effective and convenient for 
both the dermatologist and 
patient. 





Division of Barnes-Hind Pharmaceuticals, Inc. 


g BARNES-HIND LABORATORIES 
895 Kifer Road, Sunnyvale, California 94086 
























CONTENTS: Each 120 g. bottle con- use if condition does not improve or 


2 f tains: if sensitivity reactions occur. The anti- 
T 4 Hydrocortisone alcohol ...... 360 mg. inflammatory action of hydrocortisone 
"n 1 Salicylic acid ............... . may mask the presence of infection. 
i Benzalkonium chloride . If bacterial or fungal infection exists 


or supervenes, concomitant  anti- 


poe ects Ucol. i microbial or antifungal therapy should 





Isopropyl myristate .. 


ERES A A ol... an 48 g. be considered. When topical steroids 
Dichlorotetrafluoroethane are used on large areas of skin for 
(Propellant). ...........--.- 60g. long periods of time, there is the pos- 


$ s P sibility of systemic absorption. Should 
— WARNING: While topical steroids have Men SORGEN, bibctroiyte im- 


not been reported to have an adverse balance, metabolic changes, or other 
- effect on pregnancy, the safety of their symptoms of systemic absorption oc- 
use has not been absolutely estab- cur, suitable counter measures should 
_ lished. Therefore, they should not be — pe taken. Precautions should be taken 
used extensively on pregnant patients when hydrocortisone is used in the 
in large amounts nor for long periods treatment of skin diseases associated 
time. with impaired circulation, such as 
_ Avoid inhalation, ingestion or contact stasis dermatitis. 

with eyes or nose. 

A ; n CAUTION: U.S. Federal law prohibits 

PRECAUTIONS: Transient discomfort dispensing with prescription. 

ur when first applied to an 

infla scalp. This normally disap- BARSEB® THERA=SPRAY is also 
pears P repeated use. Discontinue X available in Canada. 


F) 
fi 


Tenderness for sensitive skin. 


" 
# 





owila. (ake 


| Soap-Free Skin Cleanser 


Gentle Lowila Cake is a mainstay in dermatitic skin therapy. Its low pH (4.5-5.5) helps pro- 
tect the natural acidity of the skin and favors healing. Hypoallergenic, rich lathering Lowila 
provides care for tender skin. Recommended for dermatitic and eczematous patients of 


all ages, including babies. See PDR. Suppled: 3% oz. bars. 


Contains sodium laury! sulfoacetate in a corn dextrin base. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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FOR THAT DANDRUFF BLIZZARD.. 


o "SEND AID THAT WORKS. 


3 -ZINCON:- 


o 


o 
o € 


à ; DANDRUFF: SHAMPOO; a 


© 






It takes two things to make a dan- 
druff shampoo work: a medically 
effective formulation and a patient 
acceptability that satisfies his/her 
cosmetic desires. 

ZINCON* Dandruff Shampoo meets 
these specifications. It’s effective 
enough to do the job, and also ele- 
gant enough to encourage con- 
sistent use. 


Since the patient likes it, the 
patient uses it. 

Finest hair conditioners: leaves hair 
shiny and manageable. 

Pleasant feel and fragrance 

Does not cause dry or oily hair 

May be used on gray or dyed hair 
Dispenser top, unbreakable plastic 
bottle (4 oz.) 

Nice enough to be the family 
shampoo 

And, of course, it works. 








You will like it too 
Patients stay with it 

No selenium 

No hexachlorophene 
No free sulfur 

Neutral (pH 7.2) 
Ethically promoted 
And, of course, it works. 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 
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[XXe sl hane Cal Ysreren tee 
Sig Mifi Cants Kin SUAS 
fath acid reduction 


New clinical evidence suggests a high degree of penetrability for PanOxyl 5 and 
PanOxyl 10 Acne Gels, producing effective reduction of free fatty acid, deep in the 
follicular orifice, through the release of free oxygen which helps eradicate 
Corynebacterium Acnes. The fatty acid reduction observed with PanOxyl therapy far 
exceeds that observed for older formulations of benzoyl peroxide as well as many 
other topical agents. 


[Eee [tv paidi tesine win 
PanoxyllGeliproduced 

no ciler ie recciion, MO PAm 
Tricio no sensihizcinon 


In a study of 100 patients, using the Draize-Shelanski repeated insult patch test, 
PanOxyl 10 Acne Gel (10% benzoyl peroxide) showed no positive reactions. 
No adverse reactions have been reported to date. 


LS i tX PIUS XS CGU 


This new data provides evidence which suggests that PanOxyl 5 and PanOxyl 10 Acne 
Gels demonstrate greater penetration deep into the follicular orifice to release 

free oxygen and combat C. Acnes, in addition to providing superior peeling and drying. 
Clinical safety tests and more than a year of routine patient use indicate a 

remarkable absence of significant side effects, in particular, a lack of allergic reactions, 
for a topical product of such demonstrable efficacy. 

















*Clinical reports on file at Stiefel Research Institute * "Independent safety study criteria and results on file at Stiefel Research Institute 


and dries 


Biological studies suggest exfolliation is attributed 
to de-fatting and drying of the stratum corneum 
resulting from increased mitotic rate in response 
to stimulation and the effects of oxidants on the 
disulfide bonds of intercellular bridges’. 


PanOxyl releases 
free oxygen 


Penetration deep in the follicular orifice releases 
free oxygen which helps eradicate C. Acnes, 
resulting in decreased free fatty acid production’. 





Using the Draize-Shelanski repeated insult patch test, PanOxyl 10 Acne 
Gel (10% benzoyl peroxide) showed no positive reactions in a study of 
100 patients and no adverse reactions have been reported to date. 


PanOxyl 5 and PanOxyl 10 Acne Gels have all of the desirable attributes 
of an effective topical acne medication — superior peeling, drying and fatty 
acid reduction — without any significant side effects having been reported. 


: STIEFEL Logical Dermatologicals Since 1847 
1. Vasarinsh, P., Arch. Derm. 98:183-187 (1968) 
2. Clinical reports on file at Stiefel Research Institute STIEFEL LABORATORIES, INC. Oak Hill, N.Y. 12460 


COMPOSITION. PanOxy! 5 Gel contains 5% benzoyl peroxide, 6% polyoxyethylene 
lauryl ether and 40% ethyl alcohol in a gel base formulated with colloidal magnesium 
aluminum silicate, hydroxypropylmethylcellulose, citric acid, fragrance and purified 
water. PanOxyl 10 Gel contains 10% benzoyl peroxide, 6% polyoxyethylene lauryl 
ether and 40% ethyl alcohol in a gel base formulated with collodial magnesium alum- 
inum silicate, hydroxypropylmethylcellulose, citric acid, fragrance and purified water. 


ACTION AND USES: The topical use of PanOxyl 5 and PanOxyl 10 provides thera- 
peutic control of acne through drying and desquamative action, as well as providing 
antiseptic activity. 


INDICATIONS: Use as an aid in the treatment of acne. 


DOSAGE AND ADMINISTRATION: Apply 1 or more times daily to affected areas. 
Washing the face with soap and water prior to application greatly enhances the effi- 
cacy of the medication. 


CONTRAINDICATIONS: Patients with a known sensitivity to benzoyl peroxide or 
polyoxyethylene laury! ether should not employ these medications. 


PRECAUTIONS: For external use only. Do not permit products to come in contact 
with the eyes or mucosal membranes. Very fair individuals should always be started 
on a single application at bedtime, allowing the medication to remain on the skin 
overnight. PanOxyl may bleach colored fabrics. 


PACKAGE INFORMATION: PanOxyl 5 and PanOxyl 10 are supplied in plastic tubes, 
each containing 1.5 ounces. 





CAUTION: Federal Law prohibits dispensing without a prescription. 


Designed for the 
dermatologist 
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ARISTOSPAN wwrratesionat 


TRIAMCINOLONE HEX ACETONIDE (mz perce) 


The hexacetonide ester of the potent glucocorticoid triamcinolone... 
the most useful potency (5 mg. per cc.) 
* lesions respond to intralesional dosage of 0.5 mg. or less per square inch 


- indicated in intralesional or sublesional therapy of cystic acne, alopecia areata, sebaceous cysts, 
nummular eczema, keloids, lichen planus, lichen simplex chronicus, discoid lupus erythematosus, 


neurodermatitis, and psoriasis 
the most useful package size (5 cc. in a 12.5 cc. vial) 
* over-sized vial facilitates addition of diluents 
low solubility resulting in slow absorption from injection site 





COMPARATIVE SOLUBILITY OF INJECTABLE CORTICOIDS - 


Percentage solubility in water at 25° C. 


Dexamethasone phosphate: soeces acd eR ESI Bree EE. a P oo p 0.4 

"Teisaccinólome acabenlllb. s < na oneri o zr hr ra seep amet Ra anc ipn 0.004 
Doetamethasors Geeta: 15. cseroxichRus IE RP RIS REARdo E X3 eme ENS FR ES ees 0.003 
Methylprednisolóne acetate i cox ioc ck 5 iri asses oases dees GurTIOG Ru Ra 0.0014 


Prednisolone tertiary butyl acetate .... 2.2.0.2... 0000s 0.001 


ARISTOSPAN Triamcinolone Hexacetonide 
(Based on data on file at Lederle Laboratories) 








DESCRIPTION: A suspension containing 5 mg./cc. of micronized triam- 
cinolone hexacetonide in the following inactive ingredients: Polysorbate 

80 USP 0.20% w/v; Sorbitol solution USP 50.00% v/v; Water for Injection 
q.s. 100.007; v. Preservative: Benzyl Alcohol 0.90% w/v. 


CONTRAINDICATIONS: Do not give intravenously. (Absolute) Active, 
latent or questionably healed tuberculosis; ocular herpes simplex; acute 
psychosis. Hypersensitivity to any component. (Relative) Active peptic 
ulcer; acute glomerulonephritis; myasthenia gravis; osteoporosis; fresh 
intestinal anastomoses; diverticulitis; thrombophlebitis; psychic disturb- 
ances; diabetes mellitus; hyperthyroidism; acute coronary artery disease; 
hypertension; limited cardiac reserve; local or systemic (including fungal 
and exanthematous) infections; pregnancy, particularly during the first 
trimester; when previous injections have produced local atrophy; in the 
presence of infection in or near the dermatologic lesions to be injected. In 
above, consider the risks against anticipated gains. 


WARNING: Unilateral blindness has been reported following steroid injec- 
tion in the scalp (extremely rare). Weigh possible benefits against possible 
risks when injecting into facial or scalp region. 


PRECAUTIONS: Upon anaphylactoid or other severe reactions or idiosyn- 
crasy, discontinue therapy; take proper measures. Withdraw gradually after 
prolonged treatment. When patients on ARISTOSPAN, or up to two years 
after discontinuance, are subjected to unusual stress (trauma, surgery), 
consider use of a soluble corticosteroid. Corticosteroid therapy may obscure 
symptoms of developing infection; if it occurs, treat appropriately. Growth 
suppression of children is possible during prolonged use. Corticosteroid 
therapy provides symptomatic treatment and does not obviate the need for 


conventional measures. INTRALESIONAL, SUBLESIONAL USE: Over- 
dosage (single, or repeated injections into the same intralesional site) may 
produce local subcutaneous atrophy, delaying recovery for several months. 
Avoid entering a blood vessel. 


ADVERSE REACTIONS: INTRALESIONAL, SUBLESIONAL: (Most 
troublesome) Subcutaneous atrophy at injection site (usually due to 
frequency of injection, overdosage, inadequate dilution, too great a volume). 
LOCAL EFFECTS: abscess, erythema, pain, swelling, necrosis, intradermal 
calcification at injection site, hypopigmentation, hyperpigmentation. 
SYSTEMIC EFFECTS: infrequent, but possible: depression of appetite 

(in contrast to voracious appetite ordinarily encountered with other gluco- 
corticoids; mood depression (most common corticosteroids may cause 
euphoria) ; mild early diuresis making edema uncommon (common gluco- 
corticoids cause sodium retention and edema); myopathy with muscle 
weakness involving thighs, pelvis and lower back (may occur more frequently 
than with other corticosteroids). GENERAL GLUCOCORTICOID 
EFFECTS: Cushingoid changes such as: acne, flushing, moon face, hirsu- 
tism, etc.; endocrinologic effects such as amenorrhea, menstrual irregularity, 
aggravation of pre-existing and/or precipitation of latent diabetes mellitus; 
skeletal changes such as osteoporosis, spontaneous fractures, aseptic 
necrosis of hip, humerus, and metacarpals; psychic disturbances, insomnia, 
headache, increased intracranial pressure with papilledema (pseudotumor 
cerebri), convulsions; exophthalmos, increased intraocular tension, subcap- 
sular cataracts; peptic ulcer with possible perforation and hemorrhage; 
ulcerative esophagitis; thromboembolic disease, ecchymoses, purpura, 
leukopenia; negative nitrogen balance; hypertension; and rarely, necrotizing 
angiitis and acute pancreatitis. These systemic effects are unlikely to occur 
when drug is used as recommended. 


ed LEDERLE LABORATORIES A Division of American Cyanamid Company, Pearl River, New York 10965 
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B fluid ounces 


DHS* Shampoo is formulated specifically 
for the dermatologist's patients with 
conditions requiring daily or frequent 
shampooing. A balanced blend of 
cleansing agents and hair con- 
ditioners. Neutral pH — A su- 

perior shampoo for oily 

or normal hair and 

scalp. 

Supplied: 8 oz. 

plastic 


bottle. 


and 


XERAC ' 


| meet 
a acne 


head on 






XERAC® is formulated specifically for the 
dermatologist's acne patients. XERAC® 
provides drying keratolytic and anti- 
septic action in a unique lipid free 

base. XERAC® contains 44% 
isopropyl alcohol and 4% 

sulfur and is invisible 

when applied to the 

skin. 
Supplied: 12 
oz. plastic 
tube. 


PERSON & 
COVEY INC. 


616 ALLEN AVENUE 
GLENDALE, CALIF. 9120 
* 







. SHAMPOO 
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CRACK "TOUGH NUT" 
PSORIATIC SCALPS! 


The original and only chemically standardized, 
72-hour residual "whole coal tar’’ shampoo cleanser. 
Dramatically effective in stubborn psoriasis and 
seborrhea of scalp and skin. Economical too. 


WHERE RESEARCH AND ECONOMY COME FIRST! 
Syosset, N.Y. 11791 


ZETAR SHAMPOO—Colloidal Whole Tar 1% fortified with Parachlorometaxylenol 0.5%, W/V. 
REFERENCE: Gruber, M., R. Klein and M. Foxx: Chemical Standardization and Quality Assurance of Whole Crude Coal Tar U.S.P. Utilizing 





Effective de- 
struction of 
papilla 
within sece 


PERMA TWEEZ" ELECTROLYSIS INSTRUMENT 


Clinical study (copy on request) proves safety and efficacy 
of laity self-use electrolysis. Study shows chin and even 


axilla can be self-treated effectively through use of mirror. 
This permanent hair remover features the only patented self- 
correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 
ture also helps prevent infection. 


Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 


PERMA TWEEZ & ATTACHMENT ......$19.45 








Check enclosed. Visit us in booth 18 at 
coming AAD convention. 














Invoice after 30 days. 








30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL COMPANY, Department D-43 


5701 West Adams Boulevard, Los Angeles, California 90016 





Lotion 0.1% 


CLINICAL CONSIDERATIONS — INDICATIONS: 
VALISONE Lotion is indicated only in the topical 
management of seborrheic dermatitis of the scalp. 
Double-blind studies have shown that seborrheic 
dermatitis of the scalp responded to VALISONE 
Lotion significantly better than to the vehicle, 
which also produced a relatively high order of 
therapeutic response. CONTRAINDICATIONS: 
VALISONE Lotion is contraindicated in viral 
diseases of the skin, such as vaccinia and varicella. 
Hypersensitivity to any of its components is a 
contraindication to the use of this preparation. 
PRECAUTIONS: If irritation or sensitization 
develops with the use of VALISONE Lotion, 
treatment should be discontinued and appropriate 
therapy instituted. If extensive areas of the body 
are treated with topical corticosteroids, 
particularly under occlusion, sufficient systemic 
absorption to produce adrenal suppression and 
systemic corticosteroid effects may occur. These 
effects of absorption of steroids are usually 
reversible. Ulceration has been reported ina few 
cases with use of topical corticosteroids in skin 
conditions which involve impaired circulation 
(i.e., stasis dermatitis). Prolonged application of 
corticosteroid-containing products under 
occlusion may result in striae or atrophy of the 
skin or subcutaneous tissue. Usage in Women of 
Childbearing Age: The use of any drug during 
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pregnancy and the lactation period or in women 
of childbearing age requires that the potential 
benefits of the drug be weighed against the 
possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an 
adverse effect on the fetus, but the safety of their 
use in pregnant patients has not been definitely 
established. They should not be used extensively 
or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatment 
warrants the risk. VALISONE Lotion is not for 
ophthalmic use. ADVERSE REACTIONS: The 
following local adverse reactions have been 
reported with topical corticosteroids: burning, 
itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and 
hypopigmentation. The following may occur 
more frequently with occlusive dressings than 
without such therapy: maceration of the skin, 
secondary infection, skin atrophy, striae, and 
miliaria. DOSAGE AND ADMINISTRATION: Apply 
a few drops of VALISONE Lotion to the affected 
area and massage lightly until it disappears. Apply 
twice daily, in the morning and at night. Dosage 
may be increased in stubborn cases. Following 
improvement apply once daily. For the most 
effective and economical use, apply nozzle to 
affected area and gently squeeze bottle. For more 
complete details, consult package insert or 
Schering literature available from your Schering 
Representative or Medical Services Department 
Schering Corporation, Kenilworth, New Jersey 
07033. SLR-142 














Now you see it. 


Now you don’t. 
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Cosmetically acceptable 
because of nongreasy base 
Applied just twicea day... 
rapidly and economically 
controls itching, 
flaking of seborrheic dermatitis, 
Cools the scalp, 
contains no parabens, 

- flows easily 
because of low viscosity. 


For Seborrheic Dermatitis 


Valisone Lotion 


betamethasene valerate, NF 
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ULVICIN-U/F® Tablets brand of 
riseofulvin (microsize) tablets, U.S.P. 

he use of this drug is not justified in minor or 
‘ivial infections which will respond to topical 
ntifungal agents alone. CLINICAL 
ONSIDERATIONS —INDICATIONS: Griseo- 
ulvin is fungistatic and is indicated for 

1e treatment of ringworm infections of the skin, 
air, and nails, namely: Tinea corporis, Tinea pedis, 
inea, cruris, Tinea barbae, Tinea capitis, 

inea unguium (onychomycosis) when caused by 
ne or more of the following genera of fungi: 
tichophyton rubrum, Trichophyton tonsurans, 
richophyton mentagrophytes, Trichophyton 
iterdigitalis, Trichophyton verrucosum, 
richophyton megnini, Trichophyton gallinae, 
richophyton crateriform, Trichophyton 
ulphureum, Trichophyton schoenleini, 
licrosporum audouini, Microsporum canis, 
licrosporum gypseum, Epidermophyton floccosum. 
IOTE: Prior to therapy, the type of fungi 
sponsible for the infection should be 

Jentified. The use of this drug is not justified in 
iinor or trivial infections which will respond to 
»pical agents alone. Griseofulvin is not effective 
n the following: Bacterial infections, 

andidiasis (Moniliasis), Histoplasmosis, 
ictinomycosis, Sporotrichosis, 
‘hromoblastomycosis, Coccidioidomycosis, 

lorth American Blastomycosis, Cryptococcosis 
Torulosis), Tinea versicolor, Nocardiosis. 
ONTRAINDICATIONS: This drug is 
ontraindicated in patients with porphyria, 
epatocellular failure, and in individuals with a 
istory of sensitivity to griseofulvin. 
VARNINGS: Prophylactic usage: Safety and 
Fficacy of griseofulvin for prophylaxis of fungal 
nfections has not been established. Usage in 
wegnancy: The safety of this drug during 
regnancy has not been established. 
'RECAUTIONS: Patients on prolonged therapy 
vith any potent medication should be under 
lose observation. Periodic monitoring of organ 
ystem functions, including renal, hepatic, and 
tematopoietic, should be done. Since griseofulvin 
s derived from species of Penicillium, the 
vossibility of cross sensitivity with penicillin 
‘xists; however, known penicillin-sensitive 
iatients have been treated without difficulty. 
‘ince a photosensitivity reaction is occasionally 
issociated with griseofulvin therapy, patients 
hould be warned to avoid exposure to intense 
atural or artificial sunlight. Should a 
hotosensitivity reaction occur, lupus 
rythematosus may be aggravated. Griseofulvin 
lecreases the activity of warfarin-type 
inticoagulants so that patients receiving these 
Irugs concomitantly may require dosage 
idjustment of the anticoagulant during and after 
jriseofulvin therapy. Barbiturates usually 
depress griseofulvin activity and concomitant 
idministration may require a dosage adjustment 
if the antifungal agent. 

ADVERSE REACTIONS: When adverse 
eactions occur, they are most commonly of the 
iypersensitivity type such as skin rashes, 
irticaria, and rarely, angioneurotic edema, and 
nay necessitate withdrawal of therapy and 
ippropriate countermeasures. Paresthesias of 

he hands and feet have been reported rarely 
ifter extended therapy. Other side effects reported 
iccasionally are oral thrush, nausea, vomiting, 
pigastric distress, diarrhea, headache, fatigue, 
lizziness, insomnia, mental confusion, and 
mpairment of performance of routine activities. 
*roteinuria and leukopenia have been reported 
arely. Administration of the drug should be 


liscontinued if granulocytopenia occurs. When e 

tare, serious reactions occur with griseofulvin 

they are usually associated with high dosages, i 

ong periods of therapy, or both. Available in e 


125 mg., 250 mg., and 500 mg. scored tablets. brand of ü e " 

For more complete details, consult oful tablets US bp 
package insert or Schering literature grise vin microsize d LLLI 
available from your Schering 


Representative or Professional Services fr 
Department, Schering Corporation, EnD nNecDIU impcennen Din Il fiD M 
































(lurandrenolide) 
Cream FIRST: 


Cordran Cream, Half Strength, is one of 
the most economical topical corticoster- 
oids available for maintenance 

therapy of widespread or chronic 
lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. 
Patients rub a small quantity of the 
cream into the affected area two or three 
times daily. 


The cream has a specially formulated 
base that provides penetrating action. 
Itleaves a smooth, pleasant-feeling film 
on the skin. Since it is nonwaxy, there 
is no heavy residue. 


For control in acute dermatoses... 
use full-strength Cordran Cream. 


Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia 
and varicella and in patients with a 
history of hypersensitivity to any of their 
components. 


Additional information available to the 
profession on request. Eli Lilly and 
Company, Indianapolis, Indiana 46206. 


*Responsive to topical corticosteroids. 


tin the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. 


See next page for prescribing information. 
300664 





If a dermatosis will respond to a topical 
corticosteroid, it should respond to Cordran^ 


Description: Cordran® (flurandrenolide, Lilly) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluoro-16a-hydroxyhydrocortisone 16, 17-ace- 
tonide. 

Each Gm. of Cream Cordran contains 0.5 
mg. (0.05 percent) or 0.25 mg. (0.025 percent) 
flurandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzyl alcohol, and purified water. 


Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 


Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial therapy, full-strength (0.05 percent) prep- 
arations of Cream, Ointment, or Lotion Cor- 
dran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas. 


Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 


Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

in the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technic is used, there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 

Acneform eruptions 

Burning 

Dryness 

Folliculitis 

Hypertrichosis 

Hypopigmentation 

Irritation 

Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin 

Miliaria 

Secondary infection 

Skin atrophy 

Striae 


Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 


(flurandrenolide) 


be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 


Use with Occlusive Dressings 
The technic of occlusive dressings (for man- 
agement of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in a bath will help soften the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap'", or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7.In more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings— Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restricted. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, lesions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature occurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran® 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 

Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 

Lotion Cordran® (flurandrenolide, Lilly), 
0.05 percent, in 15 and 60-ml. plastic squeeze 
bottles. [971072] 
300664 














computers 
306 mecicing 


the publication that tells you 
how physicians have put computers 
to work -- in practical, valuable ways 


This new bi-monthly publication 
reports on ways computer potential 
has been harnessed and used 
clinically and administratively in 
private practice, clinics, hospitals 
and medical societies. 

It brings you detailed descriptions 
of medical-computer systems in 
use now, those still in the 
developmental and experimental 
stages, and information on whom to 
contact for more details. Plus, it 
provides a forum to share your 
thoughts, ideas and computer 
experiences with other physicians. 

Let COMPUTERS AND MEDICINE 


start bringing you ideas. Order a 
subscription now! 


Subscriber Services 
AMA/535 N. Dearborn St./Chicago 
Ill. 60610 


Please send me the next 6 issues 
of COMPUTERS AND MEDICINE. 
My payment is enclosed. 


O $5.00 U.S., Possessions, Canada, 
Mexico 
O $7.00 All Other Countries 


Name 


Address 








City/State/Zip 





Whats on your 
patients face... 


may be more important than 
is chief complaint 


Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 


Patient PT.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 
*Data on file, 
Hoffmann-La Roche 
Inc., Nutley, N.J 





The lesions on his face 


are solar/actinic— 


so-called “senile” keratoses... 
and they may be premalignant. 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 
selectivity of response 


After several days of therapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas, Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 


Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product 
information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity 
to any of its components. 

Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 
How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methyl and propyl). 


Roche Laboratories 
Division of Hoffmann-La Roche Inc 
Nutley. N.J. 07110 


This patient’s lesions were resolved with 


Efudex: 


fluorouracil/Roche 


5*, cream/solution...a Roche exclusive 


Manifestations 
of urticaria: 
whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 

as the result of whealing. That this is not the 
case is, however, shown in the exceptional 
cases of typical hives without itching." 
Typical urticarial skin eruptions showing 


sharply demarcated, elevated wheals. In this case, 
wheals are surrounded by erythema. 


The pathogenic 


mechanism. 


Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 

M.— intact mast cell 

E-— erythrocyte 

N — nucleus of endothelial cell of capillary 





Contraindications: Glaucoma, predisposition to urinary reten- 
tion, stenosing peptic ulcer, pyloroduodenal obstruction, con- 
current monoamine oxidase inhibitor therapy, an asthmatic 
attack, or other lower respiratory symptoms, and hypersensitiv- 
ity to this drug. Should not be prescribed for elderly, debilitated 
patients. 

Warnings: Becauseoffrequently occurring drowsiness, may im- 
pair alertness in some patients, including children attending 
school; operation of automobiles and other activities made haz- 
ardous by diminished alertness should be avoided. In preg- 
nancy, lactation, or women of childbearing age, weigh potential 
benefits against possible hazards to mother and child. An inhibi- 
tion of lactation may be produced. 

Overdosage of antihistamines, particularly in infants and chil- 
dren, may produce convulsions and death. 

Precautions: Caution patients against ingestion of alcohol and 
other CNS depressants. Use with caution in patients with bron- 
chial asthma because of a possible drying effect on bronchial se- 
cretions. Rarely, prolonged therapy with antihistamines may 


cause blood dyscrasias, but none has been reported as yet with 
this drug. 

Adverse Reactions: Drowsiness and somnolence appear fre- 
quently, but may disappear after three or four days of therapy. 
Dry mouth, dizziness, jitteriness, faintness, dryness of mucous 
membranes, headache, nausea, and allergic skin manifestations 
of rash and edema have been reported in low incidence. Rarely, 
CNS stimulation (such as agitation, confusion, visual hallucina- 
tions) may occur. 

How Supplied: Tablets containing 4 mg cyproheptadine HCI 
each, in bottles of 100; Syrup, containing 2 mg cyproheptadine 
HCI per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as 
preservative, in bottles of 473 ml. 

For more detailed information, consult your MSD representative or 
see full Prescribing Information. Merck Sharp & Dohme, Division 
of Merck & Co., Inc., West Point, Pa. 19486. 

Reference: 1. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Der- 
matology, Diagnosis and Treatment, ed. 2, Chicago, The Year 
Book Publishers, Inc., 1961, p. 229. 


Manifestations 
and Management 
of Urticaria 


Management of urticaria. 


Obviously, identifying the etiologic factor — and eliminating it — is the most satis- 
factory approach to its prevention. However, the search for a causative 


agent can prove lengthy or unproductive. Immediate symptomatic treatment 
should be considered. 


Administration of an antihistamine is often satisfactory, except for acute episodes 
with laryngeal edema in which epinephrine may be required. Overheating 

or hot baths tend to increase pruritus; cool colloidal baths tend to be soothing. 
Sedatives may prove helpful. 


for mild uncomplicated 
allergic skin manifestations of urticaria — 


PERIACTIN 


(Cyproheptadine HC1| MSD) 


Tablets,4mg Syrup, 2 mg/5 ml 
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They may be pimples to you... 
but they’ re mountains 












* Microbicidal, not merely bact = tients with 


"Contd a6 hake is | | | | s, including 
" v : N. aure | -negative 
* Nonstaini 'irtually nonirrita s well as gra | bacteria 


BETADINE 
SKIN CLEANSER - 


Supplied: BETADINE Skin Cleanser 4 oz. plasti 
bottles. *In the rare instance of local irritation or 
sensitivity, discontinue use in the individual. 





ATERA 
BETADINE microbicides 
Chosen by NASA 


Purdue Frederick 


© COPYRIGHT 1973, THE PURDUE FREDERICK COMPANY/NORWALK, CONN. 06856 





Gently with 


Fostril 


drying lotion for acne 


Fostrii treats acne in blondes and 
brunettes, too. It gets them through the 
adolescent crisis of acne flare-up. 
Fostril is specific for acne— one to 
three applications of Fostril daily will 
control acne in most of your patients. 
See PDR. Supplied: 1 oz. tubes. 


Active ingredients: LIPOSEC® brand of polyoxyethylene 
lauryl ether 6%; micropulverized sulfur 2%. 


mee WESTWOOD PHARMACEUTICALS INC., 
Buffalo, New York 14213 
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...The thing 
to squeeze 
for acne 





Proven Therapeutic 

Edge in Acne 

Now available in Both Regular 
and New Lemon Scented 





§ Does not traumatize patient...no excessive 
irritation or undesirable erythema. 


§ Noticeable rapid improvement. 


§ Offers individualized therapy to meet the 
specific needs of each patient. 


§ Combines polyethylene granules with sulfur 
and salicylic acid in a surfactant base. 


§ Dries and desquamates skin with a high de- 
gree of safety and flexibility. 


§ Unequaled patient acceptance and coopera- 
tion... leaves the skin with a smooth feeling after 
the first Pernox wash. 









3 Contents: DESQUAMEX® 
" brand of microfine granules 
beri elhylene in SEBULYTIC® 
soapless cleansers and 





nts. Also 2% sulfur, 1.5% 
ee PDR. In 2 oz. and 
E ` 
B N alo). 
Se EAZA 


lathering scrub cleanser 
for acne 


WESTWOOD PHARMACEUTICALS INC., Buffalo, N.Y. 14213 


Original Contributions 


Gold in the Dermis Following 


Gold Therapy for Rheumatoid Arthritis 


Alvin J. Cox, MD, Kenneth W. Marich, Stanford, Calif 


Six patients who had received gold injec- 
tions for the treatment of rheumatoid ar- 
thritis had histologically visible deposits of 
gold in the skin. In two of the patients, no 
gold had been administered for 20 years or 
more. The identity of the deposits was con- 
firmed by emission spectroscopy using a 
laser microprobe, as well as by their re- 
sistance to microincineration and their re- 
moval by Lugol solution. 


orty-five years ago, chrysiasis 
was the name applied to the dep- 
osition of gold in the dermis following 
gold injections for the treatment of 
tuberculosis. This could be recog- 
nized clinically by a grayish or bluish 
color, most pronounced in the exposed 
parts of the body.*? Gold deposits in 
the dermis have not been recognized 
generally as complications of gold 
therapy for rheumatoid arthritis, al- 
though cutaneous inflammatory reac- 
tions complicating such therapy are 
well known.*" These have taken 
various forms, including lichenoid 
and pityriasis rosea-like patterns. 
Spectroscopic identification of gold in 
the skin in such cases has been re- 
ported,!?!? but reports of microscopi- 
cal identification of cutaneous chry- 
siasis after the administration of gold 
for the treatment of rheumatoid ar- 
thritis are rare. In 1941, Sundalin? 
stated that he had not observed chry- 
siasis in 730 gold-treated patients 
with arthritis. He postulated that this 
difference from the incidence after 
gold therapy for tuberculosis reflected 
the smaller amounts of gold usually 
administered to arthritis patients. 
This report is the result of a study 
of eight patients who developed skin 
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lesions after receiving gold therapy 
for rheumatoid arthritis. In six of 
these patients, microscopical chry- 
siasis was recognized through the 
examination of routine histologic sec- 
tions. The precipitated material in 
these cases has been identified as gold 
with a laser microprobe. In two of the 
cases, histologic evidence of precipi- 
tated gold was absent. 

The table summarizes the six cases 
of chrysiasis. Pertinent information 
is lacking in some instances, but the 
available data emphasize several 
facts. The nature of the skin reaction 
was quite different in the different 
patients; only one exhibited any mod- 
ification of skin color attributable to 
gold precipitation. Here there was a 
bluish color to the eyelids. The depo- 
sition in two cases appeared after the 
administration of less than 1 gm of 
gold. The elapsed time between cessa- 
tion of gold therapy and the recogni- 
tion of the skin deposits was more 
than one year in all but one instance; 
in one case it was 24 years. 

The histologic appearance of the 
precipitated gold in the skin was sim- 
ilar in all cases, though the quantity 
differed and the character of associ- 
ated inflammatory changes was var- 
ied. All of the positive specimens, 
however, showed a mild to moderate 
diffuse increase in numbers of elon- 
gated cells in the upper dermis and 
middermis, apparently representing 
fibroblasts or histiocytes (Fig 1). 
Within the cytoplasm of some of these 
cells, there were fairly uniform tiny 
black rounded particles up to about 
lu broad (Fig 2). These often extend- 
ed into cytoplasmic processes, which 
were sometimes clearly defined by 
the presence of the foreign material 
(Fig 3). Some cells contained only 
single particles. 

Like silver deposits in the skin, the 
gold particles were visualized well in 
dark-field preparations (Fig 4). There 
was no deposition on membranes, 





Fig 1.—Increased numbers of elongated tis- 
sue cells in dermis after parenteral gold therapy 
for rheumatoid arthritis (case 3) (hematoxylin- 
eosin, x 50). 


however, as in argyria. The gold par- 
ticles were larger than silver parti- 
cles in tissue and most of them were 
intracellular. 

Electron microscopy demonstrated 
clusters of electron-dense particles 
within membrane-bound spaces in 
cells resembling histiocytes (Fig 5). 
This apparently represents accumu- 
lation of particles in lysosomes; such 
clusters probably produced the gran- 
ules visible by light microscopy. 

Several means were used to charac- 
terize the precipitated foreign materi- 
al. Microincineration demonstrated 
its persistence after volatilization of 
the organic material of tissue sec- 
tions. Treatment of sections with 
Lugol solution for 20 minutes at room 
temperature removed the black intra- 
cellular particles. Lastly, production 
of an emission spectrum of elements 
in selected microscopic areas of tissue 
sections, using the laser microprobe, 
yielded spectral lines of gold from 
those regions containing characteris- 
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Fig 2.—Black particles of deposited gold 
(arrow) within cytoplasm of dermal phagocyte 
(hematoxylin-eosin, x 1,400). 


tic intracellular foreign particles (Fig 
6). Where no particles were observed 
the spectral lines of gold were absent. 
The sections for laser analysis were 
cut 20u thick from tissue fixed in 
formaldehyde solution (formalin) and 
embedded in paraffin and were 
cleared in xylene before analysis. 

The laser microprobe is a unique 
instrument for elemental analysis, 
offering the advantages of minimal 
specimen preparation and selective 
microscopical sampling. The instru- 
ment used for the analysis has been 
described in detail by Peppers et al.'° 
The tissue section on a plastic slide 
was placed on the stage of a micro- 
scope attached to the laser source, 
and the analytical sample was posi- 
tioned in the optical axis. A Q- 
switched ruby laser pulse (~20 nano- 
seconds, half-band width, ~0.12 
Joules) was sent through the micro- 
scope and focused on the sample with 
a 5 X objective. The vaporized sample 
left a crater of about 1004 in diame- 
ter. The light from the incandescent 
vapor formed was collected by a 3- 
inch quartz spherical lens and trans- 
mitted into an emission spectrograph 
where the spectral lines produced 
were recorded on high speed photo- 
graphic film (ASA 3000). 


Comment 


The histologic appearance of gold 
in the dermis was described clearly 
during the days of frequent chryso- 
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Fig 3.—Cytoplasmic process of dermal cell 
outlined by intracytoplasmic particles of depos- 
ited gold (arrow) (hematoxylin-eosin, x 1,400). 


therapy of tuberculosis," *:!5.? but this 
was reported only in patients with 
clinical pigmentation of the skin. 
Apparently because of the rarity of 
the latter, the phenomenon is not 
well known as a sequel to gold thera- 
py of rheumatoid arthritis. The find- 
ings reported here suggest not only 
that gold deposition in the dermis is 
common after chrysotherapy of rheu- 
matoid arthritis, but also that it may 
be readily demonstrated in routine 
histologic sections, even in the ab- 
sence of clinical hyperpigmentation. 
Because of the current frequent use of 
parenteral gold in the therapy of 
rheumatoid arthritis, and the persist- 
ence of precipitated gold in the skin 
over many years, such precipitates 
may be expected in a substantial 
number of skin biopsy specimens ob- 
tained for various reasons. 

Histologic identification of past 
parenteral gold therapy may suggest 
the nature of a gold-induced inflam- 
matory reaction even though the re- 
lationship between the presence of 
precipitated gold and a skin reaction 
may not be a direct one. 

Chrysiasis has always been recog- 
nized as a process not necessarily re- 
lated to cutaneous inflammation. In 
case 3, which exhibited a larger 
amount of precipitated gold than any 
of the others, there was only very 
slight scaling of the skin surface, and 
inflammatory cellular infiltration 
was negligible. Only the increased 





Fig 4. — Dark field appearance of isolated and 
grouped granules of precipitated gold in dermis 
(hematoxylin-eosin x 350). 





Fig 5. — Electron-dense particles within cyto- 
plasmic organelles (arrows), lysosomes, in a 
dermal histiocyte (x 12,000). 


number of elongated tissue cells gave 
evidence of a reactive process. Thus 
cutaneous inflammation related to 
gold therapy required something 
more than deposition of gold. An ex- 
planation for some such reactions has 
been that they represent specific hy- 
persensitivity,*!'^5 but since many of 
the skin reactions subside and permit 
further therapy, it is possible that 
these may be the result of a more di- 
rect toxic effect.!? 

In cases 3, 4, 5, and 6 of this report, 
the relationship of the gold therapy to 
the skin lesions is not certain, since 
one year or more had elapsed after 
cessation of the therapy. In two cases, 
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Dermis, Granules 


Dermis, No Granules 
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Fig 6.—Emission spectra obtained with laser microprobe, contrasting zone in dermis 
containing cluster of black granules with adjacent region where no granules were seen. 





this period was as long as 20 years. It 
is significant, however, that in all of 
these cases the skin lesions were 
unusual, failing to fit readily into a 
disease classification. Thus, they 
present the possibility of a delayed 
reaction to sequestered gold. While 
the relatively insoluble sequestered 
gold in the skin may not ordinarily 
be available for the induction of a 
hypersensitivity reaction, it is possi- 
ble that changing conditions may 
bring about periods of mobilization. 
That relatively little gold may induce 
an inflammatory response is illustra- 
ted by reports in the literature*!! and 
is suggested by the two cases men- 
tioned above of postchrysotherapy 
inflammatory skin lesions in which 
no gold could be seen histologically. 

In addition to the amount of inject- 
ed gold,*?° other factors help to deter- 
mine whether, and to what degree, 
gold will be deposited in the skin. 
Many patients have not developed 
clinical chrysiasis after receiving 5 


gm of injected gold*; others have de- 
veloped a change in skin color after 
receiving much smaller amounts. 
Various authors have reported that, 
in gold-treated patients with tubercu- 
losis, a particularly prominent pig- 
mentation, due to chrysiasis, devel- 
oped in the skin of light-exposed re- 
gions.'^5 Our case 3 exhibited such a 
relationship; specimens from the face 
and neck contained more histological- 
ly identifiable gold than did the skin 
of the arm, and that from the buttock 
contained even less. How light expo- 
sure favors this precipitation is not 
known. 

All of the patients reported here, in 
whom the injected amount of gold 
was known, had received less gold 
than was commonly administered 
during full treatment for tuberculo- 
sis; this may explain why only one of 
them had any change in gross skin 
color. The observations of this study 
suggest that the nature of precipitat- 
ed gold in the skin of patients with 


Gold Deposits in the Skin After Treatment for Rheumatoid Arthritis 


Gold 
Compound 


Duration 


Case, Age, Sex of Rx 


Amount 
Administered* 


Total 
Time After 
Last Rx 


Skin 
Lesion 





1;22,F Thioglucose 6 mo 


0.95 gm 0 


Generalized, 
P.R.-like 





2, 49, F Thiomalate 





3; 63, F Not known 


2.0 gm 


4yr Yellowish papules, 


chest and back 





? 


Change in face 
color 





4, 72, F Not known 


Pruritic, 
erythematous 
eruption, 
arms & legs 





Not known 


Erythematous 
plaque, elbow 





Thiomalate 


*Expressed as elemental gold. 
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Thick perioral 
& perinasal skin; 
telangiectasia 


*Intermittent treatment. 


rheumatoid arthritis is similar to 
that in gold-treated patients with 
tuberculosis. Indeed, precipitated 
gold can be found frequently in histo- 
logic sections of skin from patients 


with rheumatoid arthritis after 
therapy with parenterally adminis- 
tered gold. 


This study was supported in part by Public 
Health Service grant GM-16181 from the Na- 
tional Institutes of Health. 
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Acrodermatitis Enteropathica 
and Failure to Thrive 


Norman F. Deffner, MD, Harold O. Perry, MD, Rochester, Minn 


Shortness of stature as observed in 
humans with acrodermatitis enteropathica 
(AE) appears to be related directly to the 
patient’s state of nutrition or to malnutri- 
tion secondary to the disease process and 
is not an inherent part of AE. Stature of the 
patient appears to depend on age, severi- 
ty of the disease, and the age at which 
effective treatment is started. At the Mayo 
Clinic, three patients whose treatment was 
considered successful were not short. 
Treatment of these patients was started at 
an early age or soon after the diagnosis of 
AE was made. One patient who was in the 
50th percentile in height was in the 70th 
percentile with regard to weight. On the 
basis of limited feeding trial, it appears that 
diiodohydroxyquin (Diodoquin) has no ef- 
fect on either enhancement or retardation 
of growth. 


A enteropathica (AE), 
a disease of childhood, is a syn- 
drome consisting of periorificial and 
acral dermatitis, loss of hair, and 
gastrointestinal disturbances. Addi- 
tionally, the patient may have glossi- 
tis, stomatitis, photophobia, blephari- 
tis, and corneal opacities, and may 
fail to thrive due to shortness of stat- 
ure and decreased weight. 

Acrodermatitis enteropathica usu- 
ally begins between the ages of 3 
weeks and 18 months and frequently 
occurs at the time of weaning from 
breast milk or with a change in diet. 
However, in rare cases, the onset may 
be delayed until the child is several 
years of age. 
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On occasion, Candida albicans can 
be cultured from affected skin. Prior 
to the development of effective thera- 
py, death was a frequent outcome.'? 

Any patient believed to have AE 
should be screened for endocrine defi- 
ciencies because of the possible clini- 
cal confusion between patients with 
AE and those with hypothyroidism, 
hypoparathyroidism, chronic adreno- 
cortical insufficiency, and diabetes 
mellitus. These latter patients also 
may have chronic candidiasis, alope- 
cia, steatorrhea, and cataracts, and 
may fail to grow.* In addition, immu- 
nologic abnormalities, such as an 
impaired thymic cell system (T sys- 
tem) or cell-mediated immunity, 
Should be evaluated, since these 
patients also may fail to thrive and 
may have total alopecia and oral 
moniliasis. 

Our interest in the impaired physi- 
cal development of patients with AE 
was prompted after seeing a young 
adult with AE who complained that 
she was not only short of stature 
compared to her parents, siblings, 
and peers but that she also was rela- 
tively low in weight. Other authors 
have reported cases of adult patients 
with AE,*^5 but in only one of these 
patients were the height and weight 
given; no mention was made of the 
heights or weights of parents or sib- 
lings. 

The frequent association of diar- 
rhea with AE was considered as a 
possible factor in decreased growth, 
since diarrhea is frequently associ- 
ated with malabsorption and poor 
nutrition. 

Drugs also were considered as a 
possible factor in retarded growth, 
since many of these patients had been 
receiving various drugs, primarily 
diiodohydroxyquin (Diodoquin), for 
most of their lives. Despite the fact 
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Fig 1. — Approximate percentile heights of patients with AE as compared with those of parents and siblings (group 1). 


Approxiraate Percentile Heights and Weights of Patients in Group 2 


that while taking diiodohydroxyquin 
most patients improved clinically, 
there are no data in the literature on 
the possible growth effects, either 
negatively or positively, of long-term 
therapy with diiodohydroxyquin. 

Thus, we decided to study patients 
^ with AE who were seen at the Mayo 
Clinic and to determine whether 
their growth actually was retarded. 
The circumstances of early vs late 
onset of the disease and of early or 
late diagnosis and start of effective 
treatment were to be considered as 
well. Also, by selected animal studies, 
we attempted to determine the influ- 
ence, if any, of specific drug therapy 
on their achieved growth. 


Clinical Data 


The histories of patients with the 
diagnosis of AE seen during the peri- 
od from 1930 through 1969 were re- 
viewed for specific data regarding 
height and weight at birth, at the 
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Age 
Started receiving 
diiodohydroxyquin 





At time of survey, yr 


Patient, Sex 


2,M 





2Va yr 





14/4 





Birth weight, kz 


2.31 





Birth length, cm 





48 





Approximate percentile rank 
at time of survey 
Height 


75 





Weight 


ages of 1, 5, 10, and 15 years, and at 
maturity (defined as 18 years of age 
or older). Since this information was 
not available in detail from the histo- 
ries, a letter of inquiry was sent to 
each father or to an adult responsible 
for a patient with AE. Furthermore, 
the current height and weight of the 
parents also were requested so that 
an estimate might be made regarding 
the anticipatec growth profile of each 





97 


patient. For the four patients who 
were 18 years of age or older, a per- 
centile bar graph curve was con- 
structed showing the relationship of 
the patient to his parents and sib- 
lings. These four patients constitute 
group 1 and the graphic representa- 
tion of these data is presented in 
Fig 1. 

For the three patients in group 2 
(those less than 18 years of age), birth 
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Fig 2. — Diiodohydroxyquin feeding trail of four pigs (November and December 1970). 


height and weight and present height 
and weight were plotted on standard 
growth charts (Table). 

The collected and graphic data 
were submitted for statistical study 
to determine the relationship and 
significance of these growth curves 
for patients with AE as compared to 
standard growth curves. 


Animal Studies 


In an attempt to determine the 
effect of diiodohydroxyquin on growth 
in terms of weight, a feeding trial on . 
weanling pigs was done. Swine were 
chosen as a test animal because of 
their rapid weight gain (up to 1 kg or 
niore per day). Also, their digestive 
tract is similar to that of human 
beings, and tliey are subject to simi- 
lar gastrointestinal diseases and dis- 
orders. ` 

A paired feeding trial was per- 
formed using four littermate pure- 
bred Duroc weanling pigs, none of 
which was a “runt.” The initial 
weight of these pigs ranged from 
13.39 to 17.48 kg. Each pig was 
placed in.an individual metabolic 
feeding pen with its own self-feeder. 
Water was available at all times, 
with the two control pigs sharing a 
common watering device and the two 
test pigs sharing a similar device. 

Feed was placed in each self-feeder 
once daily. The two test pigs were fed 
the least amount consumed by one of 
the controls and the other control was 
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fed a similar amount; essentially, all 


. four pigs consumed identical amounts 


of feed. ; 

The feed used was a special Insti- 
tute Farms pig formula prepared by a 
manufacturer. Formulation on a per 
ton basis was as follows: 1,285 lb 
shelled corn that was ground, 270 Ib 
of soybean oil meal, 150 Ib of 15% pro- 
tein alfalfa meal, 100 Ib of standard 
middlings, 100 lb of meat and bone 
scraps (5096 protein), 30 lb of dried 
whey, 40 Ib of a mineral mix contain- 
ing 12% phosphorus and 21% to 25% 
calcium plus trace minerals, 10 lb of 
sodium chloride, 5 lb of a vitamin mix 
containing 600,000 units of vitamin 
A and 600,000 units of vitamin D per 
pound of vitamin mix, 10 lb of an an- 
tibiotic feed supplement (Wayne's 
Extra S.P. 250), with each 10 Ib of 
this preparation containing 20 gm of 
chlortetracycline hydrochloride, 10 
gm of penicillin G procaine, and 20 
gm of sulfamethazine. In the preced- 
ing ration, the crude fiber is calculat- 
ed at 4.4%, the crude protein at 16.5%, 
and the crude fat at 3.2%. 

The treated pigs were fed 1 gm of 
diiodohydroxyquin per 4.54 kg of 
weight per day. Initially, this was 
accomplished by placing the pig in 
restraints, putting a tube into the 
posterior oral pharynx or at times 
into the esophagus, and instilling the 
appropriate amount of a solution of 
diiodohydroxyquin. After the first 
week of the experiment, all diiodohy- 
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Fig 3. — Heights of patients with AE compared 
with those of their parents. à 


droxyquin was subsequently given 
in a powder form and was placed on 
top of the feed on a once daily basis in 
the self-feeder. It was noted that this 
diiodohydroxyquin was consumed 
along with the feed in its entirety 
each day. ' 

The pigs were weighed at the time 
they were first brought in for the 
study and every three to four days 
subsequently until the experiment 
was concluded (Fig 2). Eight days af- 
ter treatment with diiodohydroxy- 
quin was started, a fresh stool sample 
was collected from each pig to rule 
out intestinal parasites as a possible 
factor in differential growth between 
the control and the test pigs. The 
stools were examined in the parasi- 
tology laboratory of the Mayo Clinic 
for evidence of ova and parasites by ' 
means of an eosin stain of a fresh 
slide of the stool for live organisms, 
acid-ether concentration for worm 
eggs and larvae, and zinc sulfate flo- 
tation, when necessary, using stand- 
ard methods.? 

A second and final specimen of stool 
was examined for ova and parasites 
six days before completion of the feed- 


.ing trial and approximately 18 days 


after the administering of piperazine 
hydrochloride. Because of the para- 
sites found in the stools at the first 
sampling, all four pigs were given 50 
mg of piperazine hydrochloride 
(Piperate 34 [for veterinary usel) per 
0.45 kg of body weight orally on the 
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tenth day after the initial dose of diio- 
dohydroxyquin. 


Results 


The seven patients with AE who 
were seen at the Mayo Clinic from 
1930 through 1969 are still living. 
Figure 3 shows that all four patients 
in group 1 (18 years of age or older) 
were shorter than their parents of the 
same sex, and except for one patient 
who was only mildly affected at 10 
years of age, they are much shorter 
than either of their parents. 

Patient 1 was born in 1938 and fed 
whole cow’s milk and evaporated 
milk. The onset of AE occurred at 10 
years of age. The patient had never 

' been given breast milk or diiodohy- 
droxyquin. Only 12 of the patient's 20 
siblings are living. Patient 2 was 
born in 1951. The onset of AE oc- 
curred at 2!/» weeks of age. The pa- 
tient began receiving breast milk at 5 
months of age. The.patient started 
receiving diiodohydroxyquin at 11 
years of age and has continued diio- 
dohydroxyquin therapy intermittent- 
ly since then. Patient 3 was born in 
1948. The onset of AE occurred at 6 
weeks of age. The type of milk the 
patient was given as an infant is 
unknown. The patient started receiv- 
ing diiodohydroxyquin at 21/2 years of 
age and has continued to receive diio- 
dohydroxyquin therapy intermittent- 
ly since then. Patient 4 was born in 
1952. The onset of AE occurred at 
birth. The type of milk given to the 
patient as an infant is unknown. The 
patient has been receiving diiodohy- 
droxyquin : intermittently since 6 
years of age. ! 

A bar graph of their respective 
heights (Fig 1) in percentile ranking 
shows that these four patients with 
AE were shorter than either of their 
parents, as well as shorter than any 
of their 14 living siblings. The. proba- 
bility that, by chance alone, three of 


the four affected patients would be’ 


classified in less than the third per- 
centile ranking is .000027. 

Of the three patients in group 2 
(less than 18 years of age), two at- 
tained a height in the 75th percentile 
or greater. The third patient was ap- 
proximately at the 50th percentile for 
height, but was in about the 70th per- 
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centile for weight. It was noted from 
the raw data that originally these 
three patients were small at birth or 
were in less than the third percentile 
at some point before starting treat- 
ment with diiodohydroxycuin or 
breast milk and before their AE was 
brought under control. 


Figure 1 shows that of the patients ` 


in group 1, only one was even close to 
the tenth percentile ranking; this 
patient was mildly affected first at 10 
years of age. The other three were in 
less than the third percentile for 
height. Although the weights are not 
charted or tabulated, inspection of 
the raw data reveals that these also 
are low. 

Figure 2 shows the growth rates 
and gain in weight on the treated and 
untreated swine from the diiodohy- 
droxyquin feeding trial. This feeding 
trial was run for 36 days, at which 
time the animals had approximately 
doubled in weight. Despite the fact 
that two of the animals were receiv- 
ing diiodohydroxyquin and all were 
given piperazine for intestinal para- 
sites, at the end of the experiment, 
both the test and the contral animals 
had Ascaris and Trichuris parasites 
and one of the control pigs had Balan- 
tidium coli in its feces. A second in- 
teresting finding was that the test 
pigs that were given diiodohydrox- 
yquin showed no other parasites, 
such as Ámoeba or B coli, which were 
seen in the feces of control pigs in one 
or more samplings. It is a well-known 
fact that diiodohydroxyquin is very 
effective in eradicating Amoeba and 
B coli. 

In addition, it can be noted from 
Fig 2 that several days after the ad- 
ministration of piperazine, all ani- 
mals in both the test and control 


-groups lost weight. This is not a rec- 


ognized effect of piperazine or of diio- 
dohydroxyquin, and the reason for it 
is not known. The fact that it oc- 
curred in all four animals makes it 
unlikely that it is an artifact (P= 
.0685). 

As can be seen from Fig 2, growth 
rates and weight gain of treated and 
untreated animals were essentially 
the same: one control pig and one test 
pig exactly doubled their weight; one 
control pig achieved an 87% gain in 


weight; and the other pig in the test 
group achieved a 97% gain in weight 
in the 36-day feeding trial. It should 
be noted that the pig that did the 
poorest in the feeding trial was the 
pig that was the heaviest originally. 
This. may be explained by the fact 
that this pig's basic metabolic require- 
ments were higher than those of the 
other three pigs, and yet it could not 
eat or did not get any more food than 
did the other three pigs. Because of 
the small numbers involved in this 
experiment, no valid statistical con- 
clusions can be made from these 
results. . 


Conclusion 


Many factors affect growth in both 
human beings.and animals. No well- 
controlled, long-term, large-scale 
trials of the effect of malnutrition on 
growth rates and final height and 
weight of humans have been pub- 
lished. In both human beings and in 
animals, however, there is evidence 
that malnutrition encountered in dis- 
eases, such as kwashiorkor or maras- 
mus, in chronically ill or parasitized 
children, or in deliberately underfed, 
growing animals results in decreased 
growth rates and comparatively low 
heights and weights.'°' Even if ani- 
mals are placed on an adequate diet 
subsequently, starvation at critical 
growth periods may cause irreversi- 
ble stunting. It should be noted that, 
at least in experimental animals, 
malnutrition affects height less than 
weight.!°!?-14 Tt is concluded from this 
study, therefore, that children who 
have AE at an early age and who are 
not effectively treated at the onset of 
their disease or shortly thereafter 
will tend to be shorter in stature than 
either their parents or their siblings. 
However, patients who are mildly 
affected with the late onset of their 
disease or who are effectively treated 
at the onset of their disease or shortly 
thereafter will tend to be normal or 
above average in the indicators of 
growth, which are height and weight. 

Side-effects caused by long-term: 
use of 8-hydroxyquinoline com- 
pounds, such as diiodohydroxyquin, 
have included furunculosis, rash, 
diarrhea, optic atrophy, and hepato- 
toxicity, but not growth retarda- 
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tion. 1517 In our animals, maximal diio- 
dohydroxyquin therapy had no overt 
effect on growth, as measured by 
weight gain during a period when the 
animals approximately doubled in 
weight. However, to be statistically 
significant, a number of additionally 
paired feeding trials would have to be 
performed. 


Therapy of Acrodermatitis 
Enteropathica 


Treatment for AE has consisted 
of the use of many different hor- 
mones, chemicals, and diets, includ- 
ing diiodohydroxyquin,!?5:192? human 
milk #03 and most recently, essential 
fatty acids administered intravenous- 
ly.” In 1960, Bloom” found defective 
digestion of fat in a patient with AE 
secondary to factors or a factor other 
than pancreatic enzymatic insuffi- 
ciency. In 1969, Cash and Berger? 
studied a patient with AE and found 
defective conversion of unsaturated 
fatty acids to essential fatty acids. 
Serum fat levels were within normal 
limits when the patient was in clini- 
cal remission, but Cash and Berger 
found abnormal fatty acids that 
would disappear or would be greatly 
reduced when the patient was given 
intravenous injections of fatty acids, 
or breast milk with or without diio- 
dohydroxyquin. Two other research- 
ers have essentially substantiated 
their findings using one patient each. 

Other therapy has included the use 
of thyroid, vitamins, minerals, spe- 
cial fat, protein, antisprue diets, vari- 
ous antibiotics, arsenic, . calomel, 
enemas, quinine, estrogens, radia- 
tion, ultraviolet light, corticosteroids, 
and penicillamines 2187! 22242628 with 
little or no success in most cases. The 
mechanism of action for human milk 
and for diiodohydroxyquin has been 
postulated, but has not been proved 
or has been disproved.'*4 

Five patients admitted to the Mayo 
Clinic have died as a result of AE. 
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Autopsy was carried out at this clinic 
on three of the patients; the other two 
patients died elsewhere and autopsy 
was carried out on only one. Autopsy 
did not show gross pathologic findings 
in the gastrointestinal tract, except 
for hyalinization and necrosis of the 
esophagus in one instance. In three of 
five cases of AE reported in the Eng- 
lish literature, autopsy specimens 
showed erosions; atrophy, or cystic 
atrophy in the gastrointestinal 
tract.!9?9 In one of the two remain- 
ing cases, fibrocystic disease?? was re- 
ported, and in the other, septice- 
mia and pneumonia caused by 
Pseudomonas?» were reported. It ap- 
pears, therefore, that if a pathologic 
finding is common in the gastrointes- 
tinal tract, it has either been missed 
or itis not evident macroscopically or 
microscopically. 


Standard growth computations were done by 
Harold C. Stuart, MD, of the Department of 
Maternal and Child Health, Harvard School of 
Public Health, Boston. Percentile values were 
obtained from studies by Howard V. Meredith, 
PhD, Iowa Child Welfare Research Station, the 
State University of Iowa, Iowa City. 
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Dose-Related 


Seroreversal in Syphilis 


Robert D. Durst, Jr., MD; David Sibulkin, MD; 
Thomas N. Trunnell, MD; Burton Allyn, MD, New York 


In patients with secondary syphilis, re- 
versal to seronegativity is variable and no 
current schedule produces seroreversal in 


all patients with secondary syphilis within ' 


two years. 

We treated 40 patients who had second- 
ary syphilis with a total dose of 6,000,000 
units of penicillin G benzathine given over 
a six- to ten-day period and produced sero- 
reversal in all cases. The schedule con- 
sisted of 2,400,000 units followed by 
2,400,000 units three to five days later 
and 1,200,000 units another three to five 
days later. 

. This is proposed as a new schedule for 
the treatment of secondary syphilis. 


mong the important problems 

involving the treatment of 
syphilis with. penicillin are (1) con- 
cern with-the demonstration of mo- 
bile Treponem a pallidum after “ade- 
quate” treatment for syphilis!” and 
(2) failure to become seronegative 
after “adequate” treatment. The pres- 
ent study concerns itself with the 
latter problem. Quicker reversal to 
seronegativity than two to three 
years is desirable because persistence 
leads to anxiety on the part of the pa- 
tient and prompts needless reinvesti- 
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gations when routine serological tests 
for syphilis are found to be positive. 
Unnecessary retreatment may be 
given, which entails time, money, 
and possible side-effects. 

Since the introduction of penicillin 
for the treatment of syphilis, there 
has been no demonstration of resis- 
tance to the drug by T pallidum. Fur- 
thermore, it has been shown that a 
low blood level of penicillin, 0.03 
units/ml, is sufficient to eradicate the 
organism. However, this level must 
be maintained at least for one to two 
weeks because of the long division 
time of the spirochetes.? 

‘With the problems of persistent 
seronegativity in mind, we undertook 
a study of high-dose penicillin G ben- 
zathine treatment of patients with 
secondary syphilis. We postulated 
that if we increased the total dose of 
penicillin G benzathine adminis- 
tered, as compared to the standard 
regimens, we would increase the pos- 
sibilities of an earlier return to sero- 
negativity in our patients. 


Materials and Methods 


Between 1967 and 1972, we treated 40 
patients, 23 men and 17 women, with sec- 
ondary syphilis. All said that the symp- 
toms had been present for 3 to 21 days, and 
all had papulosquamous eruptions or con- 
dylomatous lesions consistent with sec- 
ondary syphilis. Thirty-eight of the 40 pa- 
tients had VDRL test for syphilis titers of 
1:32 or higher, while two had titers of 1:16. 


(The laboratory at Bellevue Hospital does 


not dilute positive serologic tests further 
than 1:32 without special requests; there- 
fore, most of the initial titers were report- 
ed as 1:32 or higher.) Fluorescent trepone- 
mal antibody absorption (FTA-ABS) tests 
were not done. 

The patients were treated with a total 
dosage of 6,000,000 units of penicillin G 
benzathine in divided doses. as follows: 
2,400,00 units intramuscularly at the first 
visit; 2,400,000 units three to five days 
later; and 1,200,000 units another three 
to five days later. Whenever possible, they 
were reexamined clinically and serologi- 
cally one month after treatment and at 
three-month intervals thereafter. All pa- 
tients were followed up until their serolog- 
ic tests had become negative. 


Results 


At the end of 12 months, 17 of the 
40 patients had become seronegative 
evidenced by the VDRL test for 
syphilis. By the end of 18 months, 33 
of 40 patients had negative VDRL 
tests for syphilis, and at the end of 24 
months all patients had become sero- 
negative. 


Comment 


Several standard regimens are cur- 
rently used for treating primary, sec- 
ondary, and latent syphilis with peni- 
cillin. Dosage schedules also exist for 
tetracycline and erythromycin treat- 
ment of patients who are allergic to 


penicillin.* 


The original dosage schedules for 
the treatment of primary and second- 
ary syphilis with penicillin consisted 
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of less than 1,000,000 units of penicil- 
lins, which had short periods of activ- 
ity. In the early 1950s, it became 
apparent that 2,400,000 units of 
aqueous penicillin was a more effec- 
tive total dosage for the treatment of 
syphilis than 1,200,000 units or less.5 
With the introduction of long-acting 
penicillin G benzathine a number of 
years ago, the following standard 
schedules for penicillin treatment of 
primary, secondary, and latent syphi- 
lis were established by the Public 
Health Service®"; (1) 2,400,000 
penicillin G benzathine in one dose; 
(2) 4,800,000 units of penicillin G 
procaine with aluminum monosterate 
in one 2,400,000-unit dose, followed 
by two 1,200,000-unit doses at three- 
day intervals; (3) 600,000 units of 
aqueous penicillin G procaine per day 
for ten consecutive days. 

These schedules are also recom- 
mended in recent dermatology 
textbooks’ and articles.® It is known 
that the earlier the patient is treated, 
the better the chances for obtaining 
seronegativity, and that in general, 
titers become nonreactive 12 to 18 
months after treating secondary 
syphilis.699) 

A total dose of penicillin G benza- 
thine of more than 2,400,000 units, 
ie, of 4,800,000 units of penicillin G 
benzathine, has been recommended 
for early cases of syphilis by Catalano 
and Schragger because of reported 
treponemal persistence after “ade- 
quate” treatment? The New York 
City Department of Health recom- 
mends this dose as well. Capinski et 
al treated 30 patients with secondary 
syphilis with 2,400,000 units of peni- 
cillin G benzathine and found 8.6% to 
be seropositive after 36 months.!? We 
are unaware of any published trials 
with a total dosage of 6,000,000 units, 
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as in our schedule. 

It seems important that all 40 pa- 
tients in our study had reverted to 
negative VDRL tests for syphilis 
within two years. Since many of the 
patients were seen three to four 
months after their last preceding pos- 
itive serologic test, it is possible that 
they may have converted to negativi- 
ty earlier than we were able to deter- 


mine. Since all but five of the patients ` 


initially had a titer of 1:32 or greater, 
itcan be seen that with our data vari- 
ations in the initial titer seemed to 
plày no role in response to the treat- 
ment. 

These results suggest that the do- 
sage schedule we used deserves fur- 
ther trials in larger groups of patients 
who have secondary syphilis. It would 
be interesting also to ascertain 
whether the 6,000,000-unit dosage 
Schedule exerts a different effect on 
the FTA-ABS test from those re- 


.ported by Schroeter et al* after 


2,400,400 units. They found no 
change in the FTA-ABS tests 12 
months after treatment of secondary 
syphilis. In addition, our findings 
ráise the question whether this do- 
sage Schedule should not be tried also 
in primary syphilis, a more commonly 
seen stage of the disease. 


Conclusion 


A total dose of 6,000,000 units of 
penicillin G benzathine was adminis- 
tered intramuscularly to 40 patients 
who had secondary syphilis and who 


‘had positive VDRL tests for syphilis 


(38 with titers of 1:32 or greater and 
two with titers of 1:16); 2,400,000 
units was given initially, followed by 
2,400,000 units three to five days lat- 
er and by 1,200,000 units another 
three to five days later. All patients 


became within 24 
months. 

As reported by other investigators, 
these results indicate an earlier re- 
turn to seronegativity on the dosage 
schedule of 6,000,000 units than on 
total doses of 2,400,000 or 4,800,000 
units of penicillin G benzathine. 

Further evaluation of the 6, 
000,000-unit penicilin schedule in 
the treatment of primary and second- 
ary syphilis is suggested. À controlled 
study of the different treatment mo- 
dalities in relation to this schedule 
should be undertaken. 

In the large series by Schroeter et 
al, five different kinds of therapy 
were used, and 24% of the patients 
with secondary syphilis were sero- 
positive after 24 months. 


seronegative 
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Psoriasis on Scars 


David A. Paslin, MD, Philadelphia 


Clinically characteristic lesions of psori- 
asis are sometimes found on old surgical 
scars. Interaction between psoriasis and 
old scars modifies both processes. A nor- 
mally structured dermis is not requisite for 
the occurrence of psoriasis. 


linically characteristic psoriatic 

lesions are sometimes found on 
old surgical scars. Such scars are his- 
tologically characterized by dense col- 
lagen deposition and diminution or 
loss of adnexal structures, elastic 
fibers, and blood vessels. It is signifi- 
cant that psoriatic lesions occur on a 
dermal bed that has been so altered. 
The occurrence of psoriasis on old 
scars is believed to reflect the epider- 
mogenic basis of this disease. 


Materials and Methods 


Psoriasis was observed on old surgical 
scars in four patients with widespread 
plaque and guttate lesions. Biopsy speci- 
mens of psoriasis on scars were taken from 
each patient. The specimens were fixed in 
4% formaldehyde solution and stained 
with hematoxylin-eosin. In two cases, part 
of the tissue was fixed in calcium formol 
and refrigerated for subsequent histo- 
chemical studies. Assays were done for 
acid phosphatase, using iodoindoxyl phos- 
phate as substrate, and for nonspecific es- 
terases, using iodoindoxyl acetate as sub- 
strate. In both assays, potassium ferro- 
cyanide and potassium ferricyanide were 
added to enhance oxidation to indigo, a 
blue dye. An assay for lipids was done 
using oil red O.* Elastic Van Gieson stains 
were used in one of the cases. In this same 
case, the biopsy specimen included scar 
tissue without psoriasis and psoriasis 
without scar tissue. In addition, 26 biop- 
sies of old surgical and traumatic scars 
were performed on nonpsoriatic patients. 


Results 


In the patients studied, the psoriat- 
ic lesions found on the scars were 
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clinically identical to psoriatic lesions 
on otherwise normal skin. On both 
unscarred and scarred sites, the le- 
sions consisted of red plaques or 
patches covered by white micaceous 
scale. The plaques irregularly over- 
lapped the old surgical scars and did 
not conform to their outlines (Fig 1). 
Examination of the biopsy specimens 
demonstrated that unscarred sites 
bore lesions typical of psoriasis and 
showed moderately thick parakera- 
totic scale, diminution or absence of a 
granular cell layer, marked elonga- 
tion and clubbing of rete ridges, 
marked papillomatosis, and dilated 
papillary capillaries with a mild peri- 
vascular lymphocytic infiltrate (Fig 
2). Scarred sites bore psoriatic lesions 
that showed a thin orthokeratotic 
scale, a scant granular cell layer, 
moderately elongate and broad rete 
ridges, and moderate papillomatosis 
(Fig 3). 

An old uninvolved scar in one of 
the psoriatic patients and old scars 
in nonpsoriatic patients showed 
structurally normal epidermis. The 
epidermis covering the scarred der- 
mis was as thick as that covering 
adjacent unscarred dermis and char- 
acteristically had well developed 
rete ridges. No structural abnormal- 
ity of the epidermis over the old scars 
was detected. 


Fig 2.— Psoriasis alone. Note acid phosphatase 
(safranin counterstain, original magnification x 40). 


On histochemical examination, 
acid phosphatase, nonspecific ester- 
ase, and oil red O preparations 
showed identical findings. In the 
scars without psoriasis, enzymatic 
activity and stainable lipid sharply 
delineated the granular cell layer 
(Fig 4). In psoriasis on unscarred 
dermis, enzymatic activity and stain- 
able lipid were found throughout the 
parakeratotic scale (Fig 2). In psoria- 
sis on scar tissue, enzymatic activity 
and lipid were found throughout the 
orthokeratotic scale (Fig 3). Enzy- 
matic activity in orthokeratotic scale 
has been termed histochemical par- 
akeratosis by Braun-Falco and is 
characteristic of zones 1 and 2 in 
Braun-Falco's classification of evolv- 
ing psoriatic lesions? In our four 





Fig 1.— Psoriatic plaque on and adjacent to 
old surgical scar. Plaque does not conform to 
configuration of scar. 


activity throughout thick parakeratotic scale 





Psoriasis on Scars/Paslin 665 





Via. le ^ 


Fig 3. — Psoriasis on scar. Note acid phospha- 
tase activity throughout thin orthokeratotic 
scale—histochemical parakeratosis (safranin 
counterstain, original magnification x 40). 


cases, the psoriatic lesions on scars 
showed mixed histologic features of 
zones 2 and 3, but none of the psoriat- 
ic lesions corresponded to zone 4, 
which is archtypic of psoriasis. 


Comment 


Psoriasis can occur on scar tissue. 
Hence, it occurs on dermis that has 
been grossly disrupted and perma- 
nently changed. The permanent 
change is marked by a loss of adnexal 
structures, decreased numbers of 
blood vessels, few elastic fibers, and 
increased collagen deposition. When 
psoriasis occurs on a dermal bed of a 
scar, it is modified histologically, 
even though the lesions are typical of 
psoriasis and histochemical paraker- 
atosis characteristic of evolving psori- 
asis is present. The histologic devel- 
opment of the lesions is not observed 
to progress to the complete loss of the 
granular layer or to marked acan- 
thosis and papillomatosis, as occurs 
on adjacent unscarred dermis. The 
lack of knowledge regarding the full 
histologic development of psoriasis on 
scar tissue invites further investiga- 
tion. It has also been noted that psori- 
asis on scars results in an interaction 
that morphologically modifies not 
only the psoriasis but also the under- 
lying scar. In the interaction, the 
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Fig 4. — Scar alone. Note acid phosphatase activity delineating granular cell layer (safranin coun- 
terstain, original magnification x 40). 


scarred dermis typically shows a 
heightened vascularity and lympho- 
cytic infiltrate, which is not seen in 
scar tissue alone. 

The occurrence of scars and the 
occurrence of psoriasis are independ- 
ent events. It is well known that cer- 
tain direct manipulations of the epi- 
dermis such as tape stripping or knife 
scraping can induce psoriatic lesions 
in susceptible persons,‘ but these 
same manipulations will not produce 
scars. Certain manipulations of the 
dermis and subcutis will result in 
scarring, but will not induce psoria- 
sis.? These studies of the Kóbner re- 
sponse support the concept that scar- 
ring and psoriasis are unrelated phe- 
nomena. The occurrence of psoriasis 
on old scars is not viewed as an exam- 
ple of the Kóbner response, in which 
psoriasis occurs as a result of recent 
trauma to the epidermis.5 Rather, 
psoriasis on scars is viewed as an 
example of a different phenomenon in 
which psoriasis occurs in spite of old 
trauma to the dermis. The finding 
that psoriasis occurs on old scars sup- 
ports the concept that scarring and 
psoriasis are independent phenomena 
and that dermal events have little 
bearing on the presence or absence of 
psoriasis. 

It has been found that the epider- 


mis covering old scars does not differ 
structurally from that covering adja- 
cent unscarred skin. Another finding 
is that psoriasis may arise from nor- 
mally structured epidermis covering 
scarred as well as unscarred dermis. 
It is clear that a normally structured 
dermis is not requisite for the occur- 
rence of psoriasis. 


Jackie Hendricks performed the histochemical 
studies and Herbert Goldschmidt, MD, allowed 
the study of his patients. 
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Cancer Development 
in Oral Lichen Planus 


A Follow-Up Study of 327 Patients 


Hans-Jørgen Fulling, DDS, Copenhagen 


A clinical follow-up study of 327 patients 
with oral lichen planus is reported. The 
purpose of this investigation has been to 
estimate the incidence of malignant trans- 
formation of oral lichen planus. A reexami- 
nation was possible in 225 cases and the 
observation period varied from 1 month 
to 12 years (mean, 3.6; median, 2.9). Six- 
teen patients died and 45 patients did not 
appear at the follow-up examination. In 41 
patients, the lesions disappeared. In one 
case, a carcinoma developed after an 
observation period of five years; conse- 
quently, the incidence of malignant trans- 
formation in this study was less than 1%. 
In two cases, oral lichen planus lesions 
were found to be present at the time oral 
cancer was diagnosed. 


he premalignant potential of oral 

lichen planus is still debatable. 
Whereas several authors deny the 
premalignant nature of this disease, 
other investigators have reported 
that malignant transformation oc- 
curs in 1% to 10% of the cases. The 
purpose of the present investigation 
has been to study the incidence of 
malignant transformation in 327 pa- 
tients with oral lichen planus who 
have been observed over a number of 
years. 





From the departments of dentistry and derma- 
tology, University Hospital (Rigshospitalet), and 
the Department of Oral Pathology, Royal Dental 
College, Copenhagen. 

Reprint requests to Sct Marcus Alle 4, Copen- 
hagen V DK-1922, Denmark. 


Patients and Treatment 


The cases of 327 patients with oral 
lichen planus who were examined 
during the period from 1958 to 1969 
comprise the case material for this 
study. Part of this material has al- 
ready been reported by Andreasen.?? 
Patients included in this study were 
referred to the dental department 
from various dermatologic depart- 
ments and from dental and medical 
practitioners. At the time of the first 
examination, information was ob- 
tained concerning duration of oral 
lesions, symptoms, occurrences in the 
family, and consumption of drugs and 
tobacco. The extent of each oral lesion 
was registered on a diagram, color 
photographs were taken, and a biopsy 
specimen was obtained to verify the 
clinical diagnosis of lichen planus. 
All patients were referred to the De- 
partment of Dermatology of the Uni- 
versity Hospital, Copenhagen, to de- 
termine whether there was any cuta- 
neous involvement. Only patients 
with severe symptoms received treat- 
ment with corticosteroids applied lo- 
cally, ie, cortisone, triamcinolone 
acetonide (Kenalog) in a protective 
paste (Orabase), betamethasone (Ce- 
lestone) ointment, hydrocortisone 
spray, whereas systemic therapy with 
corticosteroids was not administered. 
All patients were examined clinically 
once a year, and another biopsy speci- 
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Fig 1.—Length of observation period for total of 225 patients. 





Fig 3.—Histologic examination revealed se- 
vere epithelial atypia (case 1) (hematoxylin- 
eosin, original magnification x 70). 


men was taken if premalignant or 
malignant changes were suspected. 


Results 


Of 327 patients registered as hav- 
ing oral lichen planus (219 females 
and 108 males), 225 were reexamined 
(151 females and 74 males). The 
length of the observation period is 
given in Fig 1. The mean and the 
median observation period were 3.6 
and 2.9 years, respectively. In 41 pa- 
tients, the lesions were not present at 
the latest examination. Sixteen pa- 
tients died, although none of these 
were registered with the Danish Can- 
cer Registry as having died of oral 
cancer; 45 patients did not appear for 
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Fig 4.—Ulcer surrounded by plaque-like le- 
sion next to mandibular right premolar (case 2). 


the follow-up examinations. At the 
time of reexamination, one patient 
showed malignant development in 
the site of an oral lichen planus 
lesion. In two patients referred to 
the hospital because they had oral 
carcinoma, lichen planus lesions were 
found in areas adjacent to the cancer. 


Report of Cases 


CASE 1.—A 52-year-old woman who had 
suffered from oral and genital lichen plan- 
us for six months was admitted to the hos- 
pital in 1963. She had been treated by her 
physician with cryotherapy without im- 
provement. Systemic therapy with cortico- 
steroids had been instituted moderate 
effect. Her tobacco consumption was ten 








Fig 2. — Tumor developed on right lateral bor- 
der of tongue (case 1). 





Fig 5.—Elevated ulcerated tumor at top of 
alveolar ridge in maxillary right molar region 
(case 3). 


cigarettes and five cheroots per day. The 
clinical examination revealed ulcerations 
surrounded by reticular elements located 
at the buccal mucosa on the right and left 
sides. On the lateral right border of the 
tongue, reticular as well as papular ele- 
ments were seen. A plaque-like lesion was 
located on the dorsal surface of the tongue. 
A biopsy specimen from the buccal mucosa 
on the right side confirmed a clinical diag- 
nosis of lichen planus. At the reexamina- 
tion 22 years later, the oral lesions per- 
sisted without any change in morphologic 
features or extent. A follow-up examina- 
tion another 21/2 years later revealed that 
a tumor had developed on the right lateral 
border of the tongue (Fig 2). The tumor 
and the surrounding tissue were removed, 
and the histologic examination revealed 
severe epithelial atypia (Fig 3). 

Case 2.—A 45-year-old woman was 
admitted in 1968 with a symptomless 
swelling located on the floor of the mouth. 
The clinical examination revealed an ul- 
cer surrounded by a plaque-like lesion 
next to the mandibular right premolars 
(Fig 4). Reticular elements were found bi- 
laterally on the buccal mucosa. A biopsy 
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specimen taken from the buccal mucosa 
confirmed the clinical diagnosis of lichen 
planus. A biopsy specimen of the ulcera- 
tion next to the mandibular right premo- 
lars showed slight epithelial atypia. Four 
months later, an invasive squamous cell 
carcinoma had developed in this region. 

Case 3.—A 70-year-old woman was re- 
ferred to the hospital in August 1968. The 
patient complained of an itching sensation 
of 3 years duration in the oral mucosa. At 
the clinical examination, an ulcer sur- 
rounded by slight reticular elements was 
found on the left buccal mucosa, whereas 
the right buccal mucosa showed a red 
atrophic area. The surface of her tongue 
was covered with a white, plaque-like le- 
sion, and reticular and atrophic lesions 
were seen on the lateral border. A biopsy 
specimen from the left buccal mucosa 
showed changes consistent with a clinical 
diagnosis of lichen planus. At the top of 
the alveolar ridge in the maxillary right 
molar region, an elevated ulcerated tumor 
was seen (Fig 5). A biopsy specimen from 
this region showed an early carcinoma. 
The tumor was excised and no sign of 
recurrence was found at the time of follow- 
up, which was 112 years later. By this 
time, the patient had developed typical 
cutaneous lichen planus lesion. 


Comment 


In this study, only one patient de- 
veloped a carcinoma in an oral lichen 
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planus lesion after a five-year obser- 
vation period. In two patients, a carci- 
noma was found, at the time of ad- 
mission, in association with an oral 
lichen planus lesion; it would have 
been of great interest to have known 
the exact duration of the lichen 
planus lesions. However, these cases 
should not be included in an inci- 


dence calculation of malignant trans- : 


formation in oral lichen planus. Thus, 
the incidence of malignant transfor- 
mation of oral lichen planus in this 
study is less than 146. This is close to 
the figure found by Altman and Per- 
ry,* but markedly lower than figures 
of studies reported by Montgomery 
and Culver? Dechaume et al? Sugár 
and Bánóczy, Warinj and Jänner et 
al? who have published cancer inci- 
dence rates ranging from 3% to 10% 
(Table) These incidence rates are 
surprisingly high, and in fact, they 
are similar to the figures for the 
malignant potential of leukoplakia 
(Pindborg et al"). An explanation 
could be that'some of the cases in 
the literature on lichen planus may 
actually represent  carcinomatous 
changes in oral leukoplakia and not 
oral lichen planus lesions. Support for 
this theory may be found in the fact 


that the majority of the patients with 
cancer development associated with 
oral lichen planus have not had any 
cutaneous involvement, whereas 
normally 4% of patients with oral li- 
chen planus demonstrate cutaneous 
lesions; those patients for whom the 
clinical diagnosis ‘was oral lichen 
planus might more likely have had 
leukoplakia. i 
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Treatment of Squamous Cell 
Carcinoma of the Skin 


W. Mage Honeycutt, MD, G. Thomas Jansen, MD, Little Rock, Ark 


From 1964 to 1968, 417 squamous cell 
carcinomas of the skin and lower lip were 
treated, 347 have been followed up a mini- 
mum of four years. Two hundred eighty-one 
were treated by electrodesiccation and 
curettage (ED&C) with only three recur- 
rences. Eighteen, treated with x-ray, yield- 
ed cures in all. Of 48 of the lower lip, 16 
were treated by wedge resection, 29 by ED 
&C, and three by x-ray. Five recurred, two 
after wedge resection and three after ED&C 
giving an initial cure rate of 89.6%. Five 
recurrent lesions were retreated by the 
same or a different modality and all were 
cured for a final cure rate of 100%. Fifty- 
two lesions of Bowen disease were treated 
by ED&C with only one recurrence. 

In selected squamous cell carcinomas of 
the skin the technique of biopsy, ED&C is 
excellent. 


C ancer of the skin is the most com- 
mon type of cancer occurring in 
man. Being visible and easily accessi- 
ble it should be, and is, curable in a 
high percentage of cases. Surgical 
excision, irradiation, and electrodes- 
iccation and curettage (ED&C) are 
the three most common methods em- 
ployed in treatment, and the derma- 
tologist, by his special training and 
experience, is highly qualified to rec- 
ommend and administer such treat- 
ment. 

Basal cell carcinomas have an al- 
most neligible rate of metastatic 
spread, and the cure rate is excellent 
when the lesion is discovered and 
treated early. Most dermatologists 
prefer ED&C in the treatment of ba- 
sal cell carcinoma, but the preference 
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for ED&C in the treatment of squa- 
mous cell carcinoma of the skin is not 
so clear among dermatologists and 
other physicians. This is particularly 
true of the surgeon, who would rarely 
concede that ED&C has any place in 
the treatment of squamous cell carci- 
noma of the skin. No doubt this atti- 
tude is taken partly because of the 
bias arising from his training but also 
because dermatologists have failed to 
provide him and other physicians 
with enough statistical evidence to 
support the efficacy of this method of 
treatment. 

The explanation of why ED&C can 
be a successful form of therapy for 
squamous cell carcinoma as well as 
basal cell carcinoma rests in recogniz- 
ing the biologic difference between 
lesions arising de novo and those aris- 
ing in solar keratoses. Graham et al' 
and Graham and co-workers? have 
substantiated that metastasis is es- 
sentially nonexistent in squamous 
cell carcinomas arising from solar 
keratoses. These lesions are therefore 
nonaggressive and should be classi- 
fied as a separate entity from de novo 
squamous cell carcinoma. Since 
virtually all of our reported squa- 
mous cell carcinomas treated by ED& 
C have been associated with actinic 
change, these statistics simply rein- 
force this concept of conservative 
treatment for appropriately selected 
lesions. 

The important merits of ED&C are 
rapidity of treatment, no need for 
hospitalization, time saved by the 
patient and physician, and good cos- 
metic results. If it could be shown 
that such treatment produced a cure 
rate equal to or greater than other 
treatment techniques, it should be 
considered as the treatment of choice. 

Freeman and associates were the 
first to give us a valid statistical 
study of squamous cell carcinoma 
treated by ED&C. They reported a 


five-year cure rate of 96.896 in 409 
patients seen in a tumor clinic setting 
over a 20-year period? Of great 
importance is the fact that no metas- 
tases occurred in this group of pa- 
tients. The lesions treated by ED&C 
were selected from a larger group of 
patients with squamous cell carci- 
noma and usually were lesions under 
2 cm in size. 

The study by Freeman et al also 
compared the treatment results after 
ED&C, surgical excision and x-ray 
therapy. Squamous cell carcinomas of 
the skin treated by surgical excision 
numbered 95 and produced a five- 
year cure rate of 91.496, while 90 le- 
sions were treated with x-ray therapy 
producing a five-year cure rate of 
87.9%. These statistics, viewed su- 
perficially, seem to be an overwhelm- 
ing argument in favor of ED&C in the 
treatment of squamous cell carci- 
noma of the skin. However, as was 
pointed out in the study, these figures 
are somewhat misleading since pa- 
tient selection influences the cure 
rate to be obtained by any procedure. 
While relatively small lesions may 
have been treated by surgical exci- 
sion or x-ray therapy, practically all 
of the large and difficult cases were 
treated by one of these two tech- 
niques. This influences the compari- 
son of cure rates more than any other 
factor. A similar but smaller study 
was done by Williamson and Jackson 
in 1964.* Of 53 patients with squa- 
mous cell carcinoma treated by ED& 
C there were two recurrences. Their 
five-year cure rate was 96.296, and 
one patient died of his cutaneous ma- 
lignant tumor. The above studies 
were done in tumor clinic settings, 
and treatment was carried out by a 
number of physicians, probably of 
varying degrees of training and expe- 
rience. Because of an imperative need 
for more such studies, we are present- 
ing our experience with ED&C in the 
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Table 1.—Various Treatments of Skin Cancer 

















treatment of squamous cell carci- 
noma and Bowen disease. 

In contrast to the above studies, all 
of the patients in this report were 
seen and treated in our private office 
during the five-year period 1964- 
1968. The records of all patients diag- 
nosed as squamous cell carcinoma 
and Bowen disease were reviewed, 
and an attempt was made to contact 
those patients on whom follow-up 
studies had not already been done for 
a minimum of four years. Each tumor 
included was proved by biopsy as 
were any recurrences. 

During the five-year period, a total 
of 484 cases of squamous cell carci- 
noma were diagnosed by biopsy. Only 
biopsies were performed on a few of 
these patients and they were referred 
elsewhere for treatment; some were 
treated by modalities not to be dis- 
cussed here; and some were not avail- 
able for follow-up or died of other 
causes before follow-up studies were 
completed. However, all recurrences, 
regardless of the length of follow-up, 
are included. We are reporting on 347 
cases of squamous cell carcinoma and 
52 cases of Bowen disease that were 
followed up from four to eight years. 

We realize that the number of le- 
sions in the categories of x-ray treat- 
ment, Bowen disease, and lip cancer 
is too small for any real statistical 
evaluation. However, we have includ- 
ed these lesions for completeness and 
to indicate our management of squa- 
mous cell carcinomas as a whole. 


Squamous Cell Carcinoma of 
the Skin Treated by ED&C 


A total of 281 squamous cell carci- 
nomas in 242 patients were treated 
by ED&C. The lesions ranged in size 
from 3.0 ml to 2.5 cm. The average 
age of this group of patients was 67.6 
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Lesion 
Treatment Disease Size Male Female Recurrences 
ED&C Squamous cell carcinoma <2cm 189 75 1 
>2cm 12 5 e 
Total 201 80 3 
ED&C Bowen disease <2cm 29 16 0 
22cm 2 5 I 
Total 31 21 1 
X-ray Squamous cell carcinoma <2cm 1 6 0 
>2cm 10 1 0 
Total 11 7 0 


years and ranged from 30 to 93 years. 
While most patients had only a single 
squamous cell carcinoma, 24 patients 
had two or more lesions. Table 1 
summarizes the patients, lesions, and 
results of treatment. There were 79 
lesions located on the cheek, 50 on the 
forehead, 39 on the nose, 26 on the 
ear, 26 on the hand, 25 on the neck, 
14 on the forearm, 11 on the upper 
lip, eight on the evelid, and three on 
the leg. 

All squamous cell carcinomas were 
treated by the standard technique of 
ED&C, which has been well defined 
in dermatological textbooks and so 
well emphasized in the report by 
Freeman et al? that it will not be 
further described. 

We would stress, however, that as 
with any surgical procedure, ED&C 
must be done with care and attention 
to detail. 

There were three recurrences out of 
the 281 squamous cell carcinomas 
treated by ED&C. This is a cure rate 
of 98.9%. Two recurrences were in 
lesions over 2 cm in diameter. One of 
these was in a 93-year-old man who 
had a 2.5 cm, poorly defined cancer- 
ous lesion at the base of his right in- 
dex finger. He had refused surgery by 
his physician as well as our recom- 
mendation for surgical excision. 
Therefore, an attempt was made to 
eradicate the tumor by ED&C. A 
recurrence was noted within two 
months, diffusely involving the area, 
but surgical excision was again re- 
fused. Axillarv metastases eventu- 
ally occurred, and the patient died of 
his cancer three years later. 

The other patient was a 92-year-old 
man with a fungating carcinoma of 
the right side of the forehead 2.5 cm 
in diameter. He also refused surgical 
excision, prompting our attempt at 


Table 2. — Squamous Cell Carcinoma 
of the Lip 


Treatment «2cm >2cm_ Recurrences 
















ED&C 29 0 3 
Surgical 

excision 16 0 2 
X-ray 

therapy 0 3 0 





Total 


ED&C, but the lesion recurred in 
three months. Another attempt was 
made to treat this tumor by ED&C, 
but it too failed. When a preauricular 
metastasis occurred a short time lat- 
er, approval for surgery was finally 
obtained. The lesion and the regional 
nodes were excised. (He did not re- 
turn for follow-up care, and attempts 
to contact him or his family have 
failed.) 

The only other failure was in a man 
who had had several previous lesions 
and numerous keratoses successfully 
treated by us in the past. The lesion . 
was a 1-cm nodule that appeared very 
suddenly on the left cheek, and was 
thought clinically to be a keratoacan- 
thoma. It was removed by deep inci- 
sional biopsy followed by ED&C and 
histologically was thought to be com- 
patible with a keratoacanthoma. 
Within two months it recurred and 
again appeared to be a keratoacan- 
thoma. Three more biopsies and ED& 
Cs were done before the diagnosis of 
squamous cell carcinoma was made. 
X-ray therapy to a total of 4,500 
roentgens, followed by surgical exci- 
sion and grafting, was done, but a 
recurrence of 2 cm was noted after six 
months. Mohs chemosurgery was also 
unsuccessful. This patient died of his 
cancer two years later. 

Selection of a treatment modality is 
tempered by many factors in addition 
to the physician’s expertise. These 
obviously include the patient’s wish- 
es, convenience to the patient, and his 
general health. In retrospect, it is 
obvious that two of the failures were 
influenced by these personal factors 
and the unwillingness to follow the 
recommended first choice of therapy. 

The overwhelming majority of le- 
sions treated by ED&C were under 2 
cm in size with only one recurrence in 
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carcinomas of this size. We believe 
that ED&C is a highly effective 
method for treating squamous cell 
carcinoma of the skin. From the 
standpoints of cure and cosmetic re- 
sults, when performed by an experi- 
enced surgeon, it is the treatment of 
choice for lesions less than 2 cm in 
diameter. Frequently, there are con- 
tiguous precancerous changes that 
cannot be included in surgical exci- 
sions without grafting to close the 
wound, but these keratotic changes 
can easily be included in the ED&C 
field with very little additional tech- 
nical time or morbidity. 


Bowen Disease of the Skin 
Treated by ED&C 


There were 52 patients with Bowen: 


disease (intraepidermal squamous 
cell carcinoma) treated by ED&C. 
Follow-up studies were done for a 
minimum of four years. Table 1 
summarizes the lesions and the re- 
sults of treatment. There were 13 le- 
sions located on the leg, 11 on the 
cheek, eight on the forehead, seven on 
the nose, five on the neck, four on the 
arm, three on the ear, and one on the 
foot. . 

In older textbooks of dermatology, 
surgery is the recommended treat- 
ment of Bowen disease, while some 
new texts suggest ED&C as effective 
therapy. In our opinion Bowen dis- 
ease of the skin is best treated by ED 
&C from the standpoints of cure, 
cosmetic result, and simplicity. Many 
lesions of the 2-cm size or larger 
would.require grafting if they were 


surgically excised; this requires more . 


technical time, is more expensive, 
and is less acceptable cosmetically. 
Our cure rate of 98% in this series 
speaks highly of the efficacy of ED& 
C. The one recurrence was re-treated 
successfully by the same technique 
and without evolution into an inva- 
sive squamous cell carcinoma. 


Squamous Cell Carcinoma of 
the Skin Treated by X-ray 
Therapy : 


During the same period (1964- 
1968), 18 squamous cell carcinomas 
of the skin were treated by x-ray 
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therapy. Depending on the size and 
depth of the lesion the quality of x- 
rays used was either 0.68 mm alumi- 
num half-value layer (Al HVL) or 
1.64 mm Al HVL, with a total dose of 
4,500 R fractionated in 9 or 15 treat- 
ments. These 18 lesions were selected 
for x-ray therapy because they were 
not thought to be amenable to ED&C 
or surgical excision. The largest le- 
sion was 4 cm in diameter and the 
smallest, 1.5 cm; all were on the face 
or neck. No lesions recurred, for a 
cure rate of 10095. Table 1 summariz- 
es the results. : 


Treatment of Squamous Cell 
Carcinoma of the Lip 


Squamous cell carcinoma of the 
lower lip is usually considered to be 
biologically different from squamous 
cell carcinoma of the skin. However, 
the dermatologist is qualified to treat 
this lesion except when metastases 
have already occurred or the surgical 
requirements are beyond his capabili- 
ties. We routinely manage lower lip 
lesions and use ED&C, surgical exci- 
sion or x-ray therapy as the situation 
demands. | i 

Table 2 summarizes our experience 
treating squamous cell carcinoma of 
the lower lip in 48 patients. All but 
two were male patients, and the sizes 
of the lesions ranged from 3 mm to 3 
cm. Only one carcinoma as large as 3 
cm was treated. This lesion was 
treated by x-ray therapy. Only four 
lesions were treated whose size was 
over 2 cm. . 

There were five recurrences, two 
after surgical excision and three after 
ED&C, for an initial treatment cure 
rate of 89.6%. Both lesions that re- 
curred after surgical excision were 2- 
and 3-mm nodules near the resection 
borders, which appeared six months 
and one year later. In both instances, 


- the margins were reported as micro- 


scopically clear of the tumor. Both 
recurrences were treated by ED&C 
and have remained clear for at least 


- four years. Of the three lesions recur- 


ring after ED&C, one was retreated 
by ED&C and has not recurred, while 
two were treated with x-ray therapy 
and did not recur at all. None of the 


lesions developed metastases. 


Comment 


Squamous cell carcinoma of the 
skin can be a serious malignant tu- 
mor, particularly when prompt atten- 
tion is not given or when it is mis- 
managed. No one method of treat- 
ment is always satisfactory, and the 
dermatologist, by his training and 
experience, is eminently qualified to 
select and perform appropriate treat- 
ment in most lesions. This selection 
must obviously be tempered by exer- 
cising good judgment as to when a 
lesion is beyond the skill of the thera- 
pist. 

It is not our contention that ED&C 
is the treatment of choice for all skin 
cancers. However, our results and 
those of the previous studies indicate 
that the cure rate of squamous cell 
carcinoma of the skin treated by ED& 
C is excellent in selected cases. Tu- 
mors of approximately 2 cm or 
smaller diameter are amenable to 
eradication with ED&C and offer a 
cure rate comparable to or better 
than that obtained with surgical exci- 
sionorx-raytherapy. _ 

We make a concerted effort to have 
all cancer patients return for regular 
check-ups for at least five years. The 
reward of an adequate follow-up eval- 
uation in a private practice setting is 
obvious. As a result of these visits, 
207 basal cell and 102 squamous cell 
carcinomas were discovered and 
treated in the patients reported in 
this series. In addition, over 2,500 
actinic keratoses were discovered and 
treated. 
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Pearly Penile Papules 


Acral Angiofibromas 


A. Bernard Ackerman, MD, Richard Kornberg, MD, Miami, Fla 


Pearly penile papules share histologic 
features in common with other acral an- 
giofibromas: adenoma sebaceum, subun- 
gual and periungual fibromas, fibrous pap- 

-ule of the nose (face), acquired acral 
angiofibroma, and oral fibroma. 


pue appellation “adenoma 
sebaceum” is a misnomer. The 
crucial histologic features are fibrosis 
and vascular proliferation. In fact, 
there is no significant glandular com- 
ponent.) Similarly, the designation 
“Tyson’s ‘glands’” for the pearly pe- 
nile papules is also a misnomer. Hy- 
man and Brownstein? clarified this 


long perpetuated phallacy by recog- 


nizing the angiofibromatous nature of 
the penile papules and the absence of 
any glandular structures. 

Our microscopic studies of the 
pearly penile papule, adenoma seba- 
ceum, subungual and periungual 
fibromas, fibrous papule of the nose 
(face), acquired acral fibrokeratoma, 
and oral fibroma demonstrate that 
these acral processes share distinc- 
tive histologic features. - 


Method 


Excisional biopsy specimens of pearly 
penile papules were obtained from five 
patients ranging in age from 20 to 43 
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years. Each specimen was fixed in 4% neu- 
tral buffered formaldehyde solution (1096 
formalin), processed in the routine fash- 
ion, sectioned at 54, and stained with 
hematoxylin-eosin, Weigert stain for elas- 
tic tissue, and Foote stain for reticular 
fibers. Numerous examples of adenoma 
sebaceum, subungual and periungual 
fibromas, fibrous papule of the race, ac- 
quired acral fibrokeratoma, and oral fibro- 
ma were studied for comparison. A clinical 
photograph of each of these related condi- 
tions is presented (Fig 1). 


Results 


Pearly penile papules share histo- 
logical features with other acral an- 
giofibromas (Fig 2 to 4). The epidermis 
is covered by a laminated cornified 
layer, beneath which is a promi- 
nent granular zone. Epidermal me- 
lanocytes are increased in number 
and size. The epidermal rete ridges 
are muted. Collagen fibers located 
immediately beneath the epidermis 
are mostly oriented perpendicularly 
to the skin surface. The remainder of 
the fibrillary collagen, which consti- 
tutes the bulk of the papule, has a 
whorled pattern with an increased 
number of randomly arranged spin- 
dle-shaped, plump, and stellate fibro- 
blasts. The stellate cells within the 
dermis resemble the dendritic melan- 
ocytes of the epidermis. Some stellate 
cells are multinucleate. Eosinophilic 
or basophilic inclusion bodies are 
sometimes seen within the stellate 
cell nuclei. Ectatic capillaries and 
venules are prominent features of the 
hyperplastic papillary dermis. Elastic 
and reticular fibers are absent. Me- 


lanophages, and less frequently Meis- 
sner corpuscles, are present in the 
upper part of the dermis. À sparse 
infiltrate of mast cells, plasma cells, 
lymphocytes, and histiocytes may be 
present in the papillary dermis. 


Comment 


The pearly penile papule, original- 
ly termed “hirsutoid papilloma of the 
coronal margin of the glans penis," 
consists of one to five rows of discrete 
acuminate structures, 1 to 4 mm in 
size, distributed circumferentially 
around the coronal sulcus. These 
papules were thought to represent 
“Tyson’s ‘glands’” or ectopic sebaceous 
glands. Hyman and Brownstein? dem- 
onstrated the absence of glandular 
structures and noted the fibrous and 
angiomatous nature. 

Nickel and Reed* examined adeno- 
ma sebaceum and the ungual fibro-. 
mas histologically and. delineated 
their angiofibromatous structure. 
Fibrous papule of the face was de- 
scribed by Graham et al.? and Reed et 
al? who likened them to adenoma 
sebaceum histologically. Later, Bart 
et al? described the acquired acral 
fibrokeratoma and indicated its histo- 
logic similarity to the previously de- 
scribed angiofibromas. 

Reed and Elmer? noted the similar- 
ity of prurigo nodularis to these acral 
angiofibromas. More recently, in a 
discussion of reaction patterns of 
the adventitial dermis, Reed and 
Ackerman® suggested that external 
trauma, particularly rubbing, can 
induce histologic changes (lichen 
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Fig 1.— Top left, Pearly penile papules; top center, adenoma sebaceum; top right, periungual fi- 
broma. Bottom left, Fibrous papule of nose; bottom center, acral fibrokeratoma; bottom right, oral 
fibroma. 


Fig 2.—Angiofibromatous character of pearly penile papule (hematoxylin-eosin, original magnifi- 


tion x i ] : 
Seton x 195) Fig 3.—Penile papules, formed by increased 


fibrous tissue in which there are an increased 
number of plump and stellate fibroblasts, as 
well as dilated vascular spaces (hematoxylin- 
eosin, original magnification x 440). 
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Fig 6.—Perivascular fibrosis in an acral angiofibroma (hematoxylin- 
eosin, original magnification x 418). 


simplex chronicus and prurigo nodu- 
laris), identical to those of the acral 
angiofibroma. 

Pearly penile papules share dis- 
tinctive histologic features with other 
acral angiofibromas: subungual and 
periungual fibromas, fibrous papule 
of the face, acquired acral fibro- 
keratoma, and oral fibroma. The 
dominant pathologic features follow: 
hyperplasia of the papillary dermis 
and submucosal connective tissue 
associated with increased numbers of 
plump and stellate-shaped fibroblasts 
(Fig 5), some of which are multinu- 
cleate; melanocytic hyperplasia, cyto- 
logic similarities between the epider- 
mal and the dermal stellate cells; and 
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Fig 4.—Fibroblastic hyperplasia and melanocytic hyperplasia in penile 
papule (hematoxylin-eosin, original magnification x 670). 


an increased number of capillaries 
and venules. Perivascular fibrosis 
(Fig 6) is common and perifollicular 
fibrosis (Fig 7) occurs in all but the 
oral fibroma and penile papule, which 
are devoid of pilar units. The stellate 
fibroblast is not a feature of the acral 
angiofibromas only, but is character- 
istic of all young connective tissue, 
the prototype of which is embryonic 
dermis. 

Pearly penile papules should be 
added to the enlarging category of 
acral angiofibromas. 
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Fig 7. — Perifollicular fibrosis, concomitant feature of acral angiofibro- 
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The classic and currently accepted con- 
cept that large numbers of lesions of ec- 
crine hidrocystomas occur almost exclu- 
sively in women exposed to hot, moist en- 
vironments appears to be no longer valid. 
In this study of 45 patients with hidrocys- 
tomas, 40% were men, 80% had solitary 
lesions, and 93% had no more than four le- 
sions. Ecologic and other explanations are 
offered for these changes in.presentation. 
It is possible to distinguish hidrocystomas 
from basal cell carcinoma and other tu- 
mors by noting the small, translucent, 
smooth, shiny, often bluish colored, dome- 
shaped cystic structure that occurs most 
often in a periorbital area. The histologic 
. finding of an intradermal, unilocular cyst 

with a thin wall composed of two layers of 
` eosinophilic-staining cuboidal cells con- 

firms the diagnosis and distinguishes the 
structure from apocrine hidrocystoma 

(cystadenoma). 


hile reviewing the English lit- 

erature for a report on apo- 
crine hidrocystomas! we found only 
one clinical report concerning eccrine 
hidrocystomas: the classic 1893 arti- 
cle by Robinson, upon which most 
textbook references are based. Two 
references were found in the foreign 
literature. Coincidentally, one of 
the authors (M.E.C.) had collected 
records of 15 cases of hidrocystomas 
and noted the scarcity of clinical in- 
formation in the textbooks. A study of 
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Hidrocystomas 


J. D. Smith, MD, Marvin E. Chernosky, MD, Houston 


a larger group of patients with hidro- 
cystomas seemed pertinent. 


Most current textbooks* 7 describe . 


eccrine hidrocystomas as multiple, 
cystic lesions that are found on the 
faces of middle-aged women, such as 
washer women and cooks, who have 
unusual exposure to hot air (Fig 1 
and 2). The lesions enlarge and be- 
come symptomatic in the summer, 
(theoretically) as a result of sweat 
retention, and decrease in size or dis- 
appear in-cooler weather. Passive di- 
lation of the sweat duct secondary to 
poral closure? or an adenomatous pro- 
liferation of the excretory duct is 
thought to be the cause.* 

Over the past 79 years, the text- 
book description of eccrine hidrocys- 
toma has changed little from Robin- 
son's original description, and this 
accounts for the frequent clinical 
misdiagnosis of such lesions. This 


study shows that the great majority 


of present-day patients with hidrocys- 
tomas differ greatly from the ones 
described by Robinson. Possible eco- 
logic and cybernetic explanations for 
these differences are discussed. 


Materials and Methods 


Forty-five cases involving more than 


300 hidrocystomas have been studied. - 


Some of the data were collected from clini- 
cal records and some were obtained from a 
review of all histologic slides bearing the 
label “hidrocystoma” that had been filed at 
the Department of Dermatology Labora- 
tory, Baylor College of Medicine over the 


past ten years. The hidrocystomas were. 


separated from the apocrine hidrocysto- 
mas (cystadenomas) employing the histo- 
logic criteria delineated below. Seventeen 
patients were personally examined and 


observed by the authors. Clinical informa- 
tion on the other 28 patients was obtained 
from questionnaires sent to the 14 physi- 
cians who had submitted biopsy speci- 
mens. Histologic studies of 70 lesions (at 
least one from each patient) were per- 
formed. 


Clinical Findings 


Of 45 patients, 36 (80%) had a sin- 
gle lesion, six (13%) had two to four 
lesions, one had "dozens," one had 18,. 
and one had over 200. No seasonal 
variation in incidence or familial ten- 
dencies were found. The ratio of 
women to men was 3:2. The ages of 
the patients, at the time of medical 
consultation, ranged from 35 to 75 
years, with an average age of 50 
years. In many instances the length 
of time the lesion(s) had been present 
had not been recorded or was un- 
known to the patient. One woman, 
with a single 5-mm lesion on the left 
breast, claimed it had been present 
for only one month. Another patient, 
with 18 lesions on the lower eyelids, 
stated he first noted the lesions five 
years previously. Except for the un- 
attractive appearance and the pro- 
duction of cancerophobia in some pa- 
tients, no unusual symptoms were 
noted. The one exception was a 69- 
year-old woman with the classic Rob- 
inson-type of lesions, (Fig 1 and 2) 
who noted enlargement of the cysts 
and a tingling sensation associated 
with increased ambient temperature. 

Approximately 63 cysts were found 
on the periorbital areas (Fig 3) in 39 
(87%) of the 42 patients who had no 
more than four lesions. Fifty-one 
cysts were present on the eyelid skin 


` 
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Fig 1 (at left). — Patient with classic Robinson 
type of eccrine hidrocystomas. 


Fig 2.—Close-up of Fig 1. Note bluish hue of 
more superficial cysts. 





Fig 5.— Deeper cyst on lip. 


Fig 4. — Usual form of hidrocystoma currently 
seen. Note smooth, shiny appearance of skin 
overlying cyst. 


Fig 3 (at left). — Frequent periorbital locations 
of lesions. 





Fig 6.—Hidrocystoma with translucent ap- 
pearance. Fig 7. — Hidrocystoma with bluish hue. 





Hidrocystoma/Smith & Chernosky 677 


and one was on the palpebral conjunc- 
tiva near the lid margin. A few le- 
sions were found in other areas of the 
face, head, trunk, and popliteal fossa. 
Individual hidrocystomas ranged in 
size from 1X 1X 1 mm to 16x 11 x 4 
mm, with the mean dimensions of 
periorbital lesions being approxi- 
mately 3 x 3 x 3 mm. The skin overly- 
ing the dome-shaped papules was 
smooth and shiny, especially toward 
the center where the surface was de- 
void of pores and hair (Fig 4 and 5). 
The papules were often translucent 
(Fig 6); 18 of the patients had lesions 
that were described as clear or pearly. 
Colors varied from normal shades in 
most instances to various shades of 
blue in over one-third of the single 
lesions (Fig 7). The edges of the pap- 
ules were usually not well delinated 
and blended gradually with the sur- 
rounding normal skin. The lesions 
were only slightly firmer than the 
adjacent skin. 

Rupture of the cystic structure, in- 
tentionally or during attempted 
surgical excision, resulted in the 
immediate collapse of the cyst, with 
the loss of a thin, clear, watery fluid. 
Cognizance of this event is clearly 
helpful in establishing the gross 
pathological diagnosis. 


Histologic Studies 


The epidermis was normal (Fig 8), 
except when the cyst was superficial. 
In these instances, the epidermis was 
thinned and the rete ridges were par- 
tially effaced. Usually, the cyst was 
solitary, located in the middle or up- 
per one third of the dermis, and uni- 
locular, with little or no invagina- 
tions or papillary projections of the 
wall into the cystic cavity. The cyst 
wall was composed of two layers of 
small, cuboidal cells with eosinophil- 
ic-staining cytoplasm (Fig 9). In some 
areas, the wall was only one cell layer 
thick, which was thought to be due to 
a greater internal pressure in those 
cysts. In all instances, however, the 
typical double-cell wall was present 
in at least one area of the cyst. 

No evidence of "apocrine type se- 
cretion" or PAS-positive, diastase- 
resistant granules were found in the 
cytoplasm or the lining secretory 
cells. Myoepithelial cells were not 
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evident. Generally, the cystic cavity 
was empty, but occasionally a homo- 
geneous, lightly eosinophilic staining 
material could be seen. In most cases, 
the connective tissue surrounding the 
cyst was compressed to form a pseu- 
docapsule. 

Some reference has been made to 
the presence of extravasated red 
blood cells in the connective tissue 
surrounding the cyst5 This finding 
occurred only rarely in the 70 cysts 
examined and therefore was not felt 
to be an important diagnostic sign. It 
seemed probable that the extravasa- 
tion occurred during surgical exci- 
sion. The significance of the role of 
the extravasated blood in producing 
the color of the lesion was not evalu- 
ated. 

Occasionally, small cysts and dilat- 
ed and normal sweat ducts and 
glands could be found in the sur- 
rounding connective tissue stroma. In 
no instance was a specific plug found 
at the distal end of the sweat duct. 
However, serial sections were per- 
formed on only 12 specimens. Reten- 
tion cysts of the ciliary gland (gland 
of Moll), located at the lid margin, 
were not included in this series. They 
are of apocrine origin and possess a 
papillary, “apocrine-type” lining epi- 
thelium.? Similarly, apocrine hidro- 
cystomas (cystadenomas) (with a lin- 
ing epithelium similar to that of the 
retention cysts of the ciliary glands) 
were also excluded. 


Differential Diagnosis 


The clinical survey indicates that 
basal cell carcinomas, usually of the 
cystic pigmented type, were often 
confused with hidrocystomas; this 
erroneous diagnosis was made 11 
times. The more uniform, bluish, 
translucent features of hidrocystomas 
are helpful in distinguishing them 
from the brown to black, often irregu- 
larly pigmented, marginated basal 
cell carcinomas. Hidrocystomas were 
not observed to show desquamation, 
ulceration, telangiectasia, or hemor- 
rhagic tendencies. 

In nine cases the cysts had been 
identified as mucoid, sebaceous, or 
epidermal inclusion cysts. Helpful 
diagnostic information can be gained 
from examination of the cystic con- 





Fig 8. — Hidrocystoma with normal epidermis 
(hematoxylin-eosin, original magnification x 10). 


Fig 9. — Typical eccrine double layer cuboidal 
cell lining (hematoxylin-eosin, original magnifi- 
cation x 225). 





cx E 


tents either when the lesion is pierced 
intentionally or during surgical exci- 
sion. The fluid content of mucoid 
cysts, while clear, is more viscous 
than the watery content of hidrocys- 
tomas. Sebaceous and epidermal in- 
clusion cysts may be topped with an 
enlarged follicle and their content is 
opaque, grayish-white or yellow, 
thick, and foul-smelling. Milia like- 
wise contain  yellowish, opaque 
material. The brown to black, non- 
translucent surface and well-defined 
borders of nevus-cell nevi should be 
helpful in distinguishing them from 
hidrocystomas. 

Individual lesions of hidrocystomas 
may not be clinically distinguishable 
from apocrine hidrocystomas (cys- 
tadenomas). The latter usually have 
a deeper bluish-black color; however, 
of more importance is the location, 
hidrocystomas being more common 
on periorbital skin than apocrine hi- 
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drocystomas. A report of findings in 
42 patients with apocrine hidrocys- 
toma is in preparation. 

In 13 of 45 cases a diagnosis of hid- 
rocystoma was made by seven clini- 
cians. Of interest is the fact that diag- 
nostic acumen can be attained after a 
few trials. This is attested to by the 
fact that of the 15 prebiopsy diagnos- 
es that were submitted by one of us 
(MEO), the first six were incorrect, 
but seven of the following nine were 
correct. 


Comment 


The Robinson concept that multi- 
ple lesions of eccrine hidrocystomas 
occur almost exclusively in women 
who work in hot, moist environments 
appears to be no longer valid. Of 45 
patients in this study, 80% had soli- 
tary and 93% had no more than four 
lesions. Forty percent of our patients 
were men. The information available 
to us did not indicate that our pa- 
tients were primarily washer women 
or cooks, and although many of them 
did indulge in such activities as wash- 
ing and cooking, these took place un- 
der vastly different conditions than 
in prior eras. Present-day indoor 
temperatures and humidities are less 
often than previously influenced by 
open washing equipment and natural 
meteorological phenomena. Air con- 
ditioning and improved ventilating 
systems produce cool, dry air. The 
open, hot, steaming tubs once used for 
washing clothes and dishes have been 
replaced by closed, automatic wash- 
ers. The improvement in environ- 


mental conditions may be the reason 
why the symptomatic multiple-lesion 
type eccrine hidrocystomas common- 
ly seen in Robinson's day are not usu- 
ally seen today. 

Clinical recognition of the solitary 
type of lesion is important because it 
is encountered more frequently than 
multiple lesions and because of the 
possible adverse consequences of 
misdiagnosis. Although this report 
does not contain sufficient data to dis- 
cuss the true incidence of hidrocysto- 
mas, observations indicate that they 
may occur more often than is appre- 
ciated. During a recent 12-month pe- 
riod, after the authors became inter- 
ested in hidrocystomas, 12 new cases 
were found. Accurate conclusions 
concerning the frequency of hidrocys- 
tomas in the general population are 
difficult to make from data based on 
biopsy material submitted by physi- 
cians; some physicians, recognizing 
that the lesions are cystic and benign 
in nature, simply puncture or excise 
and discard them. 

Based on observations on the 45 
patients in this study, we believe that 
the correct clinical diagnosis can fre- 
quently be made. Since hidrocystoma 
is most often confused with basal cell 
carcinoma, such a misdiagnosis may 
result in over-zealous and unneces- 
sary treatment. Awareness that most 
patients have either one hidrocysto- 
ma or only a few hidrocystomas in the 
periorbital regions is of utmost 
importance. 

The authors assume that these hid- 
rocystomas are eccrine in origin. This 


assumption is based primarily on 
histologic findings, ie, the only pre- 
viously-described entity histologically 
similar to this one is eccrine hidro- 
cystoma. We were unable at this time 
to perform histochemical studies that 
could have determined whether the 
origin of these cysts was the eccrine 
or apocrine duct or the eccrine secre- 
tory segment. It is possible that there 
exist three types of hidrocystoma 
originating from these three struc- 
tures, all possessing the same histo- 
logic features. This is the problem 
with which we now wrestle. 


Biopsy specimens of 28 patients were provided 
by members of the Houston Dermatological Soci- 
ety. The Department of Dermatology Labora- 
tory, Baylor College of Medicine made avail- 
able histologic slides for-all cases. Mrs. Helen 
Smith assisted in the accumulation and prepara- 
tion of data. 
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Test Your Knowledge 


Question. — Of the following lesions, the one most specifically associated with 
chronic ulcerative colitis is (a) pyoderma gangrenosum, (b) aphthous stomatitis, 


vegetans. (For answer, see page 686.) 


(c) urticaria, (d) erythema multiforme, (e) erythema nodosum, or (f) pyostomatitis 
: NE 
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Everyone knows, 
dexamethasone is 
a weak steroid. 


Right? 





Wrong. 
And we can prove it. 


Y du 
Aeroseb-D 


Aeroseb-D *. as effective as peer aes 
fluocinolone acetonide in seborrheic j 
dermatitis. 7 Treatment Started Treatment Stopped 


Study #1 suggests in a special double blind clinical trial, 
that Aeroseb-D is as effective as fluocinolone acetonide in the 
treatment of seborrheic dermatitis. 

Nineteen adult males with seborrheic dermatitis of the scalp, 
rated moderate to severe, were randomly divided into two groups. 
One was treated with Aeroseb-D and the other with fluocinolone 
acetonide 0.01% solution. The subjects were treated once daily 
for twenty-four days, then evaluated independently three separate 
times at four-day intervals following the end of treatment. 

The clinical investigator concluded that “both agents were 
effective. It was not possible to distinguish between them.” (1) 
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Aeroseb-D...as effective as 
fluocinolone acetonide in dandruff. ONE 


Study #2 suggests that, in a double blind clinical trial, docsbp bli sides 
Aeroseb-D is as effective as fluocinolone acetonide in controlling 
severe scaling in dandruff. 

Twenty-four subjects with severe dandruff were divided 
randomly into two groups, one treated daily with Aeroseb-D and 
the other treated daily with fluocinolone acetonide 0.01%. Each 
subject was examined weekly for scaling. inflammation, oiliness, 
manageability and itching. The clinician evaluating these symptoms 
was unaware of what treatment was being used on each patient. 
Following the completion of once daily treatment for four weeks, 
the subjects were examined weekly for another three weeks to 
measure the rate of recurrence. The investigator concluded that... 
"Both preparations are effective in the treatment of dandruff. 
Differences between the two groups (of treated subjects) are minor 15 23 28 35 42 56 
and should not effect overall usage of either preparation." (2) 


Contro! Treatment Days Follow-Up Days 
Days 


Treatment Ends 





Initial Rating Treatment Days Follow-Up Days 
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2. ELE i je K , Aeroseb-D 
Aeroseb-D...as effective as fluocinolone 
acetonide in a vasoconstrictor assay. 





Fluocinolone Acetonide 0.0196 


4 (Two sites on each forearm, open guards). 


Study #3 demonstrates that dexamethasone applied in the 
Aeroseb-D dosage form produces vasoconstriction equal to or 
greater than fluocinolone acetonide in a 0.01% commercially 
available solution. 

Relative absorption of topically applied steroids can be 
assayed using vasoconstriction as the index of comparison. (3) 
Previous studies have shown topical fluocinolone acetonide to 
have much greater vasoconstriction activity than topical 
dexamethasone. (4) However, when an equal therapeutic dose* of 
fluocinolone acetonide .01% solution in propylene glycol and 
dexamethasone alcohol (Aeroseb-D — dexamethasone) in an 
alcohol-based aerosol system were compared for vasoconstrictor 
activity the Aeroseb-D dexamethasone system produced an equal 
or slightly greater vasoconstrictor effect. (5, 6) 


w 


N 


Degree of Vasoconstriction 


*Equal doses are Aeroseb-D = 0.01cc. Fluocinolone acetonide solution = 0.01ec 
udged by the investigator there ticall alen 0 
judg y = igator to be therapeutically equivalent 1 2 3 4 5 6 7 g 9 10 
in. a practical clinical situation x 
Subjects. 


Aeroseb-D 


The versatile steroid spray. 


Bi The first fluorinated steroid in the proven Aeroseb aerosol system. 

W Dual use design; with applicator tube for steroid-responsive dermatoses 
of the scalp, without applicator tube for treating dermatoses on other 
areas of the body. 


Bl Delivers effective fluorinated steroid medication directly to the site 
of inflammation. 


@ Cosmetically superior... won't coat, muss or mat the hair. 
E Designed to deliver more treatments per gram than other aerosol sprays. 


For the Scalp: 


Aeroseb's unique applicator tube 
gets the steroid to the site of inflammation 
without disturbing the hair. 


For Other Body Areas: 


Without the applicator tube (simply 
pull it out) Aeroseb-D is effective in 
treating other dermatoses. Because 
Aeroseb-D possesses a lower pressure 
than other steroid sprays, less is wasted 
by the patient. 





Aeroseb-D (dexamethasone) topical aerosol spray 









DESCRIPTION: Each aerosol contains: 15 Gm." 90 Gm. 
dexamethasone 10 mg. 
alcohol (41.9% by weight) 37.7 Gm. 


with: isopropyl myristate and propellant (dichlorotetrafluoroethane). 

Each 1 second of spray dispenses approximately 0.023 mg. of dexamethasone. 
“Sample size only —not available for sale. 

INDICATIONS For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindicated in viral diseases of the skin such as varicella 

and vaccinia. 

Topical steroids are contraindicated in those patients with a history of hypersensitivity to any of the 

components of the preparation 

This preparation is not for ophthalmic use. 

Topical steroids shoulc not be used when circulation is markedly impaired. 

WARNINGS USAGE IN PREGNANCY: Although topical steroids have not been reported to have an 

adverse effect on the fetus, the safety of their use in pregnant females has not absolutely been 

established. Therefore, they should not be used extensively on pregnant patenis; or in large amounts, or 

for prolonged periods of time. 

PRECAUTIONS If irritation develops, the product should be discontinued and appropriate therapy 

instituted. * 

In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be 

instituted. If a favorable response does not occur promptly, the n E should be discontinued 

until the infection has been adequately controlled. . 

If extensive areas are treated or if the occlusive technique i: is used, the possibility exists of increased 4 
systemic absorption of the corticosteroid and suitable precautions should be taken. 

When used about the face, the eyes should be covered and inhalation of the spray should be avoided. 

This medication contains alcohol. It may produce irritation. or burning : sensations in open lesions. 

ADVERSE REACTIONS The following local adverse reactions have been reported with topical 
steroids, either with or without occlusive dressings: burning sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin ts striae, hypertrichosis, acneform eruption and 
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1) G. S. Herbert Laboratories Report Series No. [^ 1973. (report available on written request). 
2) G. S. Herbert Laboratories Report Series No. 6, 1973 (report available on written request). 


3) McKenzie, AW. and Stoughton. R.B: Method for eee Percutaneous Absorption of 
Steroids. Arch. Derm. 86: 608-610, 1962 ' 
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Case Reports 


Localized Heat Urticaria 


José M. de Moragas, MD; José M. Giménez-Camarasa, MD; 


Javier Noguera, MD, Barcelona, Spain 


The clinical aspects of and experimental 
procedures performed on a young woman 
with localized heat urticaria are described. 
The few cases reported in the literature do 
not appear to coincide. Circulation block- 
age, locally produced or due to a pressure 
cuff, was the only experimental procedure 
that prevented the appearance of the reac- 
tion. Participation of the kininogen-kinin 
system in the genesis of increased vascu- 
lar permeability seems to be a possibility in 
our patient, who also showed an exaggerat- 
ed local response to histamine and to the 
histamine releaser, Compound 48/80. 


he typical lesions of localized 

heat urticaria appear to be 
sharply localized within the area of 
contact (usually at 42 C), with the 
wheal and flare appearing shortly 
afterwards. It is an uncommon dis- 
ease. 'The urticarial lesion resembles 
cold or light urticaria. 

The mechanism of production of 
the whealing response is unknown. 
Results of the few studied cases lack 
agreement, and the mediators of the 
reaction remain elusive. 

The clinical picture of and the vari- 
ous experimental procedures per- 
formed on a cooperative patient with 
localized heat urticaria are the sub- 
ject of this paper. 
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Report of a Case 


A 25-year-old white woman came to the 
Hospital de San Pablo in February 1972 
complaining of localized wheal formation 
after heat exposure. 

The first whealing experience was ob- 
tained after three hours of sunbathing at 
the shores of the Mediterranean Sea in 
August 1971. The burning pruritus and 
giant hives, which were limited to the 
exposed surfaces, obliged her to return 
home, where complete recovery occurred 
Six hours later. 

From then on, every time her hands 
were submerged in warm water they be- 
came erythematous, swollen, and painful 
with intense pruritus. The patient found 
that the reaction was made worse by dip- 
ping her swollen hands in cold water (4 C). 


The reaction appeared on any area of the: 


skin upon warming but was most often 
due to hot water or infrared radiation. 
There were no systemic manifestations 
accompanying the skin rash. 

Medical history of the patient failed to 


reveal any other allergic reaction or pre- - 


vious illnesses. Family history was not 
remarkable, and except for her maternal 
grandmother who had asthma, no other 
signs of atopy were found. The patient was 
jn good health and her physical examina- 
tion was normal. Exhaustive laboratory 
tests were performed: the hemoglobin val- 
ue, red and white blood cell counts, eryth- 
rocyte sedimentation rate, rheumatoid 
factor (latex fixation test), lupus erythe- 
matosus clot test, antistreptolysin O titer, 
blood glucose, blood urea nitrogen value, 


serum glutamic oxaloacetic transaminase ` 


level, serum glutamic pyruvic transami- 
nase value, serum protein paper electro- 
phoresis, creatinine level, VDRL test for 
syphilis, and an extensive study of the 
coagulation factors; all values were within 


normal limits. Radial immunodiffusion 
was used to measure IgG, which was 8.5 
mg/ml; IgM, 1.02 mg/ml; IgA, 1.6 mg/ml; 
and IgD, 0.072 mg/ml. IgE determinations 
by radioimmunoassay were found to be 
1,760 ul/ml. 


Experimental Studies 


In all the experiments to be de- 
scribed, the volar surface of the fore- 
arm was used. 

Heat Challenge.— The wheal ap- 
peared upon warming a 5-sq cm area 
of skin at 42 C for two minutes. À cyl- 
inder of hard glass, 13.5 cm long and 
2.5 cm wide, was filled with 30 ml of 
water at 42 C and was left on the skin 
of the forearm until the onset of the 
reaction. After two minutes of warm- 
ing, pruritus appeared. Almost simul- 
taneously, erythema, edema, and the 
surrounding flare appeared. The 
wheal was sharply limited to the area 
of contact with the warm glass, with 
the flare extending 2 to 3 cm beyond 
(Fig 1). 

There was no increase in the reac- 
tion by using water at 45 C. By using 
water at 40 C, the minimal heating 
time to produce a reaction was four 
minutes; the reaction did not appear 
until ten minutes later, and only 
pruritus and erythema were pro- 
duced. At lower temperatures, no 
reaction occurred. Exposure to an in- 
frared lamp at 50 cm target skin dis- 
tance for two minutes produced a sim- 
ilar reaction with poorly defined lim- 
its. 

The reaction spontaneously disap- 
peared in one to three hours. Immedi- 
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Fig 1.—Wheal limite arply to area of heat 
contact (42 C) with flare extending beyond. 


Per 


Fig 2.—Typical wheal and flare in area close 
to wrist. Epinephrine injection (A) has produced 
pale area in center of forearm. Challenge of this 
area with heat has failed to produce typical 
wheal. There is slight flare at periphery of 
warmed area. 


ate reexposure of the same area, 
three consecutive times, reproduced 
the reaction with the same intensity. 

Vasoactive Drugs. —Intradermal 
injection of histamine (0.1 mg/0.1 ml) 
induced a very large (10 cm) wheal 
and flare with severe pruritus. The 
exaggerated response was about four 
times more intense than were the 
responses of the controls. 

Intradermal injection of 0.5 ml of 
Compound 48/80 (25 mg), within a 
few minutes, produced burning ery- 
thema and edema, which slowly grew 
to reach a size of 20 cm in diameter, 
which still remained unmodified 24 
hours later. Within five to seven 
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minutes, satellite lesions appeared 25 
cm beyond the injected site. Fifteen 
minutes after the injection, marked 
generalized pruritus appeared with 
flushing of the face and upper portion 
of the thorax. Twelve hours elapsed 
before the generalized eruption disap- 
peared. The localized eruption invo- 
luted after 48 hours. Forty-eight 
hours after the injection when local 
signs of whealing were still visible, 
the involved site was challenged with 
heat at 42 C for five minutes. No in- 
crease in the residual reaction was 
seen after this heat challenge. One 
week later, the same area reacted to 
heat in the usual manner. 

The same amount of polymonine 
when injected into four controls pro- 
duced a marked local reaction devoid 
of any systemic signs or symptoms. 

Intradermal injection of Kallidino- 
genase (Kallikrein, Padutin, Ger- 
many), 0.5 ml (20m), and acetylcho- 
line chloride, 10 mg/ml, produced a 
normal response. 

Effect of Various Pharmacolog- 
ic Agents on the Heat Response. — 
In an attempt to block the localized 
heat response, several compounds 
were injected intradermally 15 min- 
utes before the heat challenge. Pro- 
caine hydrochloride (Novocain) (0.5 
ml of 1% solution), lidocaine (0.5 ml of 
1% solution), atropine (0.5 mg/0.5 ml), 
diphenhydramine hydrochloride (0.5 
ml/25 mg) and prednisolone sodium 
succinate (0.5 ml/6 mg) could not 
prevent the reaction from appearing 
after heat challenge. 

Epinephrine (adrenaline) solution, 
[1/1000, (0.5 ml)] produced an area of 
vasoconstriction where whealing was 
completely absent after heat chal- 
lenge (Fig 2). Beyond this area, the 
reaction occurred as in the control 
area. 

Light Test.—A normal response 
was obtained with ultraviolet expo- 
sure 290 to 330 nm, and 400 to 500 
nm, wave lengths at 1, 24, and 48 
hours. 

Passive Transfer Test. —The pa- 
tient's serum was kept at —70 C for 
three weeks until used. Ten normal 
healthy controls were used. Five 
tenths of a milliliter of the patient's 
serum was injected intradermally to a 
1-sq cm area on the forearm. Twenty- 


four and 48 hours later, the treated 
area was challenged with heat at 45 
C for five minutes, with the same 
glass cylinder used for the patient. 
We did not obtain, in any case, a reac- 
tion similar to the one obtained in the 
patient. 

Effect of Circulatory Arrest on 
the Heat-Induced Urticarial Re- 
sponse.— A blood pressure cuff was 
applied to the arm, and the pressure 
was maintained at 200 mg Hg for ten 
minutes. The skin of the correspond- 
ing forearm was challenged with heat 
at 42 C for two minutes. There was no 
reaction until one to two minutes af- 
ter circulation was back to normal. 
The pruritus, wheal, and flare ap- 
peared in the usual fashion. 


Comment 


Localized heat urticaria is an easily 
recognizable clinical entity. It is char- 
acterized by the appearance of a 
wheal limited sharply to the area of 
heat contact and a flare extending 
beyond. The few reported cases are 
not clinically similar. Our case 
showed a well-developed flare beyond 
the area of whealing, which was not 
present in Delorme's! or in Micha- 
élsson and Ros's? cases. Lewis's? pa- 
tient developed lesions after three 
minutes exposure at 51 C. Hopkins et 
al* and Lehner and Rajka? had simi- 
lar results with their patients. De- 
lorme's! patient had, in addition, 
ragweed allergy and dermographism. 
Michaélsson and Ros's cases were 
familial with symptoms since child- 
hood and with delayed whealing re- 
sponse 1 to 2 hours after heat chal- 
lenge. 

There was a two-level response in 
our patient. With a sufficiently pro- 
longed mild injury (40 C for four 
minutes), a delayed reaction appeared 
(ten minutes), but only pruritus and 
erythema were produced. This reac- 
tion is equivalent to the transient 
phase of the biphasic inflammatory 
response provoked by a mild noxious 
stimulus. With heat at 42 C, the full 
reaction was obtained, which was not 
further increased by using heat at 45 
C. Conditioning of the cutaneous ves- 
sels has occurred in our patient, with 
the production of a basic physiologi- 
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cal response to mild heat, at lower 
thresholds. 

Rechallenge of the same site imme- 
diately after the first response had 
vanished gave an urticarial reaction 
similar to the first one. We rechal- 
lenged the same site up to three times 
in a row, and the urticarial response 
reappeared each time. Decreased re- 
sponse to heat after repeated expo- 
sures was not observed. Circulation 
blockage, locally produced, or due to a 
pressure cuff, was the only experi- 
mental procedure that prevented the 
appearance of the reaction. During 
circulatory arrest, there was no 
change in the heat-challenged site. 
The urticarial reaction appeared only 
a few minutes after the blockage was 
removed. Vasoconstriction produced 
by epinephrine was the only pharma- 
cological agent that blocked the heat- 
induced reaction. Therefore, blood 
flow through the vascular bed is nec- 
essary for the reaction to take place. 

Vasodilation that is produced in 
the skin by direct or indirect heat is 
not due to the inhibition of vasocon- 
strictor tone, it appears to be related 
to the release of vasodilating sub- 
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lergy 43:284-291, 1969. 
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ner 51:279-283, 1971. 

3. Urticaria (heat), SOCIETY TRANSACTIONS. 
Arch Dermatol Syphilol 39:365-366, 1939. 

4. Hopkins JG, Kesten BM, Hazel OG: Urti- 
caria provoked by heat or by psychic stimuii. 
Arch Dermatol Syphilol 38:679-691, 1938. 

5. Lehner D, Rajka E: Warmeurticaria. Arch 
Dermatol Syphilol 158:402-409, 1929. 

6. Grant RT, Holling HE: Further observa- 
tions on vascular responses of human limb to 
body warming: Evidence for sympathetic vasodi- 


stances.** Participation of the kinino- 
gen-kinin system in plasma, or in 
interstitial spaces, in the genesis of 
increased vascular permeability in 
localized heat urticaria seems a possi- 
bility; it has been demonstrated in 
cold urticaria, dermographism, and 
ultraviolet erythema.*? Rocha e Silva 
demonstrated the participation of 
kinins in the swelling produced in the 
rats paw by moderate heat (45 C). 
Plasmin, a kininogenin enzyme, is 
activated by heat'! and bradykinin is 
found in increased concentrations in 
urine, serum, and blister fluid from 
patients with burns.’ 

Another vasodilating substance to 
be considered is histamine. The reac- 
tions obtained with intradermal test- 
ing with histamine and Compound 
48/80 were unusual in their inten- 
sity. Histamine, 0.1 mg, produced a 
local reaction about four times larger 
than that of the controls. There were 
no systemic manifestations. Com- 
pound 48/80 produced a generalized 
urticarial reaction that disappeared 
12 hours later. Delorme’s! case had 
the same reaction to Compound 
48/80, but the response to local hista- 
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mine was of normal intensity. Mi- 
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strong localized reaction but no clini- 
cal manifestations beyond the test 
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Test Your Knowledge 


Answer.—/; McCarthy P, Shklar G: A syndrome of pyostomatitis vegetans and 
ulcerative colitis. Arch Dermatol 88:913-919, 1963. (For question, see page 679). 
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Erythema Annulare-like 
Pustular Psoriasis 


Jack S. Resneck, MD, David L. Cram, MD, San Francisco 


Psoriasis is a disease that at times can 
take on unusual clinical forms. This is the 
report of a patient with a rare variant of 
annular pustular psoriasis in which the le- 
sions have the configuration of erythema 
annulare centrifugum and resemble sub- 
corneal pustular dermatosis. This rare var- 
iant is characterized by rapid evolution, 
mild toxicity, and rapid response to thera- 
py. Classical lesions of psoriasis can be 
lacking, and the diagnosis may rest on the 
clinical course and histologic findings. 


soriasis is a disease of multifac- 

torial cause! that can also take 
on many clinical expressions. Usually 
the diagnosis of psoriasis is easily 
made from the clinical appearance 
alone, but at times the disease takes 
on such unusual forms and peculiar 
shapes that diagnosis becomes diffi- 
cult. 

One distinct variant of psoriasis is 
the pustular form, which may appear 
as four clinical patterns: generalized 
pustular (von Zumbusch), localized 
pustular, exanthematous, and annu- 
lar types.” We wish to report an un- 
usual form of annular pustular psori- 
asis in which the lesions evolve rapid- 
ly and are erythema annulare-like in 
configuration. 


Report of a Case 


A 29-year-old white man was first seen 
at the University of California Medical 
Center, San Francisco (UCSF), in Septem- 
ber 1969 with a history of recurrent, mild- 
ly pruritic, annular lesions on the chest, 
back, and upper parts of the arms. The 
disease, which began at 6 months of age, 
recurred several times a year and often 
cleared within a few days. Over the years, 
the patient consistently noted that exacer- 
bations of his skin lesions directly followed 
emotional stress, the eruption developing 
as early as a few hours following such 





Accepted for publication July 20, 1973. 

From the Department of Dermatology, Uni- 
versity of California School of Medicine, San 
Francisco. 

Reprint requests to Department of Dermatolo- 
gy, University of California School of Medicine, 
San Francisco 94143 (Dr. Cram). 


Arch Dermatol/Vol 108, Nov 1973 


stress. Prior to our evaluation, his diagno- 
sis was subcorneal pustular dermatosis 
(Sneddon-Wilkinson). Treatment had con- 
sisted of broad-spectrum antibiotics and 
sulfapyridine, but it did not benefit the 
patient. Topically applied 0.1% triamcino- 
lone cream was helpful in suppressing the 
disease. 

In October 1971, the patient was hospi- 
talized at UCSF Hospital for an acute flare 
of his skin disease that began several 
hours following extraction of four unin- 
fected wisdom teeth. On admission, he had 
erythematous, annular, gyrate scaly le- 
sions, with pinpoint pustules near the pe- 
riphery (Fig 1 and 2). The size and shape of 
the lesions resembled erythema annulare 
centrifugum. Numerous, small, superficial 
pustules were also present over the lateral 
aspects of the arms (Fig 3). A skin biopsy 
specimen taken from the pustular edge on 
an annular lesion revealed hyperkerato- 
sis, acanthosis, and a spongiform pustule 
in the upper epidermis, which was diag- 
nostic of pustular psoriasis (Fig 4). The 
only other evidence of psoriasis at the time 
was distal onycholysis of one fingernail 
(Fig 5), which had been present for one 
year. There was no family history of psori- 
asis. 

On admission, the patient complained of 
fever and malaise, but his vital signs were 
normal. The white blood cell count was 
7,600/cu mm, with 70% neutrophils, 8% 
band cells, 12% lymphocytes, 9% mono- 
cytes, and 1% eosinophils. The erythrocyte 
sedimentation rate was 46 mm/hr. A uri- 
nalysis; serum electrolyte, blood urea ni- 
trogen, and fasting blood glucose values; 
and a chest x-ray film were within normal 
limits. On numerous occasions, cultures 
from the pustules revealed no bacterial 
growth. 

Therapy in the hospital consisted of a 
topically applied fluorinated 0.1% triam- 
cinolone cream applied four times daily. 
Although the pustular edge of the annular 
lesions initially advanced in size, all le- 
sions cleared after three days of treatment 
(Fig 6). On follow-up, he has continued to 
have flares of the annular pustular le- 
sions, mainly over his trunk, which rapid- 
ly resolve with the use of topically applied 
0.1% triamcinolone cream. A recent exam- 
ination revealed that he had developed 
typical intergluteal psoriasis. 


Comment 


Psoriatic lesions resembling ery- 
thema annulare centrifigum were 
first reported by Milian and Katch- 
oura in 1933.? They presented a 62- 
year-old patient with classical psoria- 
sis who developed fever, widespread 
psoriasiform desquamation, and an- 
nular-shaped medallions with pe- 
ripheral pinpoint pustules that 


cleared within 12 days. Recurrences 
of the annular lesions followed, which 
remained limited in extent and short 
in duration. The histologic features 
were those of pustular psoriasis. 

In 1959, Lapiere* described two 





Fig 1.—Annular and gyrate lesions with scal- 
ing and micropustular borders over upper trunk 
and arms. 





Fig 2.—Large gyrate lesions over anterior 
trunk. 


Fig 3. — Superficial pustules over lateral area 
of arm. 
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Fig 4.—Acanthosis and spongiform pustule within epidermis (hematoxylin- 
eosin, original magnification x 400). 





Fig 5.—Slight distal onycholysis of fingernail 
of index finger. 





Fig 6.—Clearing of skin lesions after three 
days of therapy. 


similar cases of rapidly evolving 
annular pustular lesions in which no 
preexisting psoriasis was recognized. 
One of his patients continued to have 
limited disease with recurrences, but 
his other patient developed a general- 
ized form of pustular psoriasis and 
eventually died. 

In 1966, Degos and associates? re- 
ported three cases of annular pustu- 
lar psoriasis and pointed out the simi- 
larity of their patients’ lesions to 
those of erythema annulare centrifi- 
gum. In one patient, the attacks ap- 
peared to be provoked by menstrua- 
tion. The histologic findings were typ- 
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ical of pustular psoriasis. Several 
other cases of this annular variant of 
psoriasis have subsequently been 
reported in the literature.*? 

From a review of the literature and 
the observation of our patient, ery- 
thema annulare-like pustular psoria- 
sis appears to have the following fea- 
tures: annular and circinate plaques 
with peripheral pustulation, which 
evolve rapidly to form large gyrate 
lesions; associated malaise and mild 
toxicity; rapid resolution within a few 
days with minimal therapy; and at 
times no obvious evidence of previous 
occurrences of classical psoriasis. The 
lesions have the shape and configura- 
tion of erythema annulare centrifi- 
gum but can be differentiated by the 
presence of pustulation and the histo- 
logic features. Occasionally the le- 
sions of erythema annulare-like pus- 
tular psoriasis are not obviously pus- 
tular but have a collarette of fine 
scales.? In these instances, the histo- 
logic finding of a spongiform pustule 
leads to the diagnosis.? Also to be in- 
cluded in the differential diagnosis 
are tinea corporis and a form of 
the variable erythrokeratodermias.!'^ 
These are easily excluded by history, 
mycological examination, and biopsy. 
More difficult to differentiate is 
subcorneal pustular dermatosis 
(Sneddon-Wilkinson)."' In fact, in the 
absence of classical psoriatic lesions, 
the similarity may be so close that 
the diagnosis must rest on the clinical 
course, histologic findings, and possi- 
bly the failure to respond to sulfapyri- 
dine. 


The variant of pustular psoriasis 
we report tends to have a mild course 
and usually responds to topical thera- 
py. However, more toxic forms do 
occur and pursue a more serious 
course. We wish to emphasize, as 
have others,'^'? that bland topical 
applications should be tried first in 
annular pustular psoriasis before 
resorting to the use of systemically 
administered corticosteroids or the 
antimetabolites. The use of systemi- 
cally administered corticosteroids 
may also precipitate the von Zum- 
busch form of psoriasis with its more 
serious complications." 

We are particularly impressed by 
the striking lability of this erythema 
annulare form of pustular psoriasis, 
which in our patient at least, resulted 
in lesions appearing only a few hours 
after emotional stress. This lability 
has been suggested in prior reports of 
this disease.? It is apparent that 
these patients need to be especially 
cautioned about environmental and 
emotional factors that may aggravate 
psoriasis. 
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Allergic Contact Dermatitis 
From Neutral Red Applied 
for Herpes Simplex 


John C. Mitchell, MD, William D. Stewart, MD, 


Vancouver, British Columbia, Canada 


A white woman developed allergic con- 
tact dermatitis from neutral red chloride 
which had been applied to the skin for 
herpes simplex of the nose in three epi- 
sodes during three months. She also had 
contact dermatitis of the skin of the foot 
from contamination with the dye. The pa- 
tient's patch test to the dye, which she had 
used in a 3% aqueous solution, was strong- 
ly positive. A patch test given to five control 
subjects was negative. 


A 38-year-old white woman had 
recurrent attacks of herpes 
simplex of the left side of the nose for 
11 years. She was treated for an out- 
break with one topical application of 
a 3% neutral red chloride aqueous 
solution, which was followed by expo- 
sure to light from a fluorescent tube. 
This procedure, using two applica- 
tions of the dye in one day, was re- 
peated one month later. Two weeks 
prior to our examination, or three 
months after her first treatment with 
the dye, the solution was applied 
twice daily on three successive days, 
followed by daily exposure to the 
light. On this occasion, the herpes 
infection did not appear to resolve. 
During a period of one week, the 
whole nose became reddened and blis- 
ters appeared on the cheeks. 
Following application of the dye to 
the nostril, the patient sneezed and 
material fell from her nose onto the 
skin of the dorsum of the left great toe 
and adjacent toe web. At that time, 
she noticed that the skin of the toe 
was stained red by the dye, and on the 
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following day, blisters appeared at 
the site. At this time, vesicular ery- 
thema was spreading over her face 
with severe pruritus and edema. 

At our first examination, about 12 
days after the dye was last painted on 
the skin, she had massive edema of 
the face and the eyes were closed be- 
cause of periorbital edema. The skin 
of the face showed bright vesicular 
exudative erythema, which was most 
marked and confluent around the 
nose. She also had dermatitis of the 
distal dorsum of the left foot. During 
the course of her recent treatment 
elsewhere, compresses of Burow solu- 
tion were applied to the affected are- 
as, and trimeprazine. chlordiazepox- 
ide, and erythromycin were adminis- 
tered orally. 


Past Medical History 


The patient's past medical history 
revealed contact dermatitis from poi- 
son ivy and poison oak (Toxicoden- 
dron) and allergic rhinitis attributed 
to ragweed (Ambrosia). She was 
patch-tested with the solution of 
dye, which she brought and which 
had been used for application to the 
nose; the 3% aqueous solution, with- 
out additives, was applied. She re- 
moved the patch at 15 hours because 
of severe pruritus and weeping at 
the patch-test site. Examination of 
the patch-test site at 40 hours re- 
vealed a spreading exudative and 
bullous dermatitis with edema of the 
skin. The dye, as used, was not frank- 
ly irritant for the skin of five control 
individuals: a transient erythema 
might well be missed because of red 
staining of the test site. 


Information on Neutral Red 


Characteristics. — Particulars of 
the dye were obtained from the phar- 


macy where the dye had been made 
into an aqueous solution, that is, the 
chemical name, pharmaceutical sup- 
ply house, and lot number. It was 
confirmed that the material, as sup- 
plied by the pharmaceutical house, 
was neutral red, 3-amino-7-dimethyl- 
amino-2-methylphenazine hydrochlo- 
ride, color index 50040. The formu- 
la is given in The Merck Index.' The 
pharmacist had had the stock bottle 
for two vears. A sample of neutral red 
chloride, as used by our patient, 
showed several fractions by chroma- 
tography (G. H. N. Towers, PhD, oral 
communication, May 1973). The pa- 
tient also gave a positive patch-test 
reaction to neutral red 0.05% aqueous 
solution (95% purity, K. and K. Lab- 
oratories, Inc., Plainview, NY). 

Contact Sensitivity. — Other work- 
ers observed that a 0.05% aqueous 
concentration of neutral red, added 
to a preoperative bacteriostat so- 
lution as a pH indicator, produced 
contact dermatitis of the skin of the 
legs of two female patients. On these 
patients, patch tests to neutral red at 
this concentration were positive.” 
Evidently the dye is an active sensi- 
tizer at a much lower concentration 
than was used in our patient. Accord- 
ing to an oral communication from H. 
I. Maibach, MD (June 1973), he has 
also observed a contact reaction to 
neutral red. We plan to patch-test 
this patient with a purified sample. 
For the present, it can be stated that 
the commercial sample is of a type 
that has been prescribed for treat- 
ment of herpes simplex, and evident- 
ly the material is capable of produc- 
ing contact dermatitis. Proflavine has 
a significant sensitizing capacity*; by 
reporting contact sensitivity to neu- 
tral red, we would not like to promote 
the use of proflavine for treatment of 
herpes simplex. 

The patient showed a positive patch 
test reaction (2+) to neutral red 0.05% 
aqueous solution. 
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Pemphigus Erythematosus 
Provoked by Allergic Contact Dermatitis 


Occurrence Many Years After Thymoma Removal 


Yelva L. Lynfield, MD; Louis P. Pertschuk, DO; Arnold Zimmerman, DO, Brooklyn, NY 


A 70-year-old man underwent surgical 
removal of a thymoma in 1957. After a 13- 
year period, he developed pemphigus ery- 
thematosus that three years later became 
markedly exacerbated by an allergic con- 
tact dermatitis. Antibodies to squamous 
epithelial intercellular substance, to skele- 
tal muscle, and to nuclei were demonstrat- 
ed by immunofluorescence. To our knowl- 
edge, this is the first report documenting 
exacerbation of pemphigus by allergic con- 
tact dermatitis and the sixth report of the 
occurrence of thymoma and pemphigus in 
the same patient. 


emphigus erythematosus has 
been associated with a variety of 
antibodies as well as the typical squa- 
mous epithelial intercellular sub- 
stance (ICS) antibodies of pemphigus. 
Thymoma may occur with pemphi- 
gus, as with lupus erythematosus or 
myasthenia gravis, but the role of the 
thymus in the pathogenesis of these 
diseases is mysterious. 

This paper describes a case where a 
13-year interval occurs between the 
surgical removal of a thymoma and 
the onset of pemphigus erythemato- 
sus. To our knowledge, this is the first 
report of the exacerbation of pemphi- 
gus by allergic contact dermatitis. 


Report of a Case 


A 70-year-old, asymptomatic white man 
was admitted to the Brooklyn Veterans 
Administration Hospital in 1957 because 
annual chest x-ray films since 1951, had 
shown a gradually enlarging mediastinal 
mass (Fig 1). At thoracotomy, an encapsu- 
lated, well-defined anterior mediastinal 
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tumor was removed. Histologic examina- 
tion showed a cellular neoplasm consisting 
of mature lymphocytes with an admixture 
of larger, pale-staining cells with vesicu- 
lated nuclei (Fig 2). The pathologic diag- 
nosis was thymoma. 

The patient recovered uneventfully and 
remained in excellent health except for 
the development of a left axillary lym- 
phangioma and several basal cell carcino- 
mas all of which were successfully and 
uneventfully excised. 

In 1970, he noted a mildly pruritic, ery- 
thematous, slightly scaly rash on his up- 
per trunk. 

Early in 1973, at the age of 86, he reen- 
tered the Brooklyn Veterans Administra- 
tion Hospital for removal of a basal cell 
carcinoma from his left upper back. The 
skin eruption, present since 1970, consist- 
ed of scales, crusts, and erythema and was 
limited to his anterior and posterior thor- 
ax, mainly on the upper part. The only 
other finding during the physical exami- 
nation that was remarkable was his un- 
usually youthful appearance and vigor. 
Results of complete blood cell count and 
other blood chemistry studies using auto- 
mated multiple analysis systems were 
normal. Results of VDRL test for syphilis, 
serum protein electrophoresis, urinalysis 
(including testing for Bence Jones pro- 
tein), and stool examination were all with- 
in normal limits. The electrocardiogram 
was normal. A lupus erythematosus prep- 
aration was negative. Chest x-ray films 
were reported to be normal. 

Following preparation of the operative 
sites with tincture of benzalkonium chlo- 
ride, the basal cell carcinoma was excised 
and a biopsy specimen was taken from an 
area involved by the rash. After wound 
closure, the adjacent skin was painted 
with tincture of benzoin. Steri-strips and 
nitrafurazone (Furacin) gauze dressings 
secured with Micropore tape were applied. 

Histologic studies showed that the le- 
sion was a typical basal cell carcinoma. 
The skin biopsy showed acantholysis, with 
vesicle formation consistent with pemphi- 
gus (Fig 3). 

On the second postoperative day, edema, 
erythema, oozing, and bullae were noted 





around the incisions and under the tape. 
Treatment for allergic contact dermatitis 
with saline solution compresses and beta- 
methasone valerate ointment produced 
some local improvement. On the 11th post- 
operative day, flaccid bullae, usually on a 
base of normal skin, began to appear (Fig 
4); they were present lower down on the 
back, on the anterior trunk, and on the 
face, legs, and arms. The Nikolsky sign 
was positive. The Tzanck test showed 
acantholytic epidermal cells and eosino- 
philes. 

A biopsy of a fresh bulla on his back to- 
gether with an adjacent area of apparently 
uninvolved skin was performed. The speci- 
men was bisected; one half was submitted 
for routine histologic studies and the other 
half was quick-frozen for immunoflu- 
orescent investigations. 

Histologic examination showed a bulla 
under the stratum corneum containing a 
few acantholytic cells (Fig 5). The diagno- 
sis was pemphigus erythematosus. 

In an attempt to detect any residual or 
recurrent thymoma, a scan using seleno- 
methionine Se 75 was performed. The re- 
sults were negative. 

Patch tests were performed by applying 
each of the substances that had been pre- 
viously used on the patient's back to a 1-sq 
cm area on the volar aspect of the left 
forearm. Tincture of benzoin (benzoin com- 


Fig 1.— Chest x-ray film in 1957. Note large, 
mediastinal mass at left. 
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Fig 2.—Histologic section of thymoma. Tumor is composed of mixture of lymphocytes and larger, 
pale “epithelioid” cells (hematoxylin-eosin, original magnification x 450). 


Fig 3.— Biopsy of crusted, erythematous macule showing high intraepidermal cleft and acanthol- 
ysis (hematoxylin-eosin, original magnification x 150). 





pound concentrate dissolved in an equal 
part of 95% ethanol); tincture of benzal- 
konium chloride, 1:750; and 0.2% nitrofur- 
azone in a soluble dressing were applied 
directly to the skin. After air drying, the 
benzoin site was dusted with talc until it 
was no longer sticky. Steri-strip and Mi- 
cropore tapes were moistened with water 
and applied to the skin backwards so that 
the sticky side faced away from the skin. 
The patch test sites were covered with 
gauze pads and held in place by a gauze 
roller bandage. 

In 24 hours, the patch test reaction to 
tincture of benzoin was positive, showing 
erythema and edema, and the patch was 
removed. Patch test reactions to tincture 
of benzalkonium chloride, nitrofurazone, 
Steri-strips, and Micropore tape were neg- 
ative after 24 and 48 hours; the sites 
showed no subsequent reaction. 

Pruritus, erythema, and erosions per- 
sisted, mainly on the trunk, and new bul- 
lae continued to appear (Fig 6). On the 
37th postoperative day, the patient began 
receiving a prednisone dosage of 60 mg 
daily; there was rapid clinical improve- 
ment. The prednisone dosage was slowly 
decreased. By the 54th postoperative day, 
the dosage was 40 mg of prednisone a day 
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and all pemphigus lesions had healed. By 
the 150th postoperative day, the dosage 
was 15 mg of prednisone daily; the lesions 
remained healed. 


Immunofluroescent Studies 


For direct immunofluorescent (IF) 
studies, that half of the biopsy that 
had been quick-frozen was cut into 4 
sections and stained by the method of 
Beutner et al'. Indirect IF studies 
performed on the patients serum 
were carried out essentially by the 
method of Coons and Kaplan? and 
Weiler and Coons.? 

A commercial antibody, goat to 
human IgG, conjugated to fluorescein 
isothiocyanate was employed, after 
its specificity was checked by immu- 
noelectrophoresis. The fluorescein-to- 
protein ratio was 2.0M. The antibody 
content was determined by reverse 
immunodiffusion, as outlined by Beut- 
ner and his co-workers,’ and found 
to be 1.6 mg/ml. The conjugate was 
used in a dilution of 1:64, thus con- 
taining 254g/ml of antibody. Phos- 


phate-buffered saline solution, pH 
7.2, to which 4% bovine serum al- 
bumin had been added was used for 
conjugate and serum dilutions. 

Controls for the direct method con- 
sisted of frozen sections from two skin 
biopsies from patients with nonbul- 
lous lesions. Known positive serum 
for ICS antibody (positive in a titer of 
1:640), known negative serum, and 
normal saline solution served to con- 
trol the indirect IF techniques. Fresh- 
ly frozen human skin and esophagus 
served as substrates. 

Direct IF studies on the patient’s 
skin were strongly positive for ICS 
antibody fluorescence (Fig 7). Indirect 
IF testing was positive for ICS anti- 
body in a titer of 1:80. All controls, 
except the positive control, were neg- 
ative. 

Because antinuclear antibodies 
(ANA) and antiskeletal muscle anti- 
bodies (MGA) seemed to be present on 
the esophageal sections, further indi- 
rect IF testing was done for these an- 
tibodies: fresh human liver and skele- 
tal muscle were used as substrates 
and the IgG conjugate was diluted 1: 
32, so that it now contained 50ug/ml 
of antibody. The ANA titer was posi- 
tive in a dilution of 1:20 and the MGA 
titer was positive at a 1:40 dilution 
(Fig 8). 

On the 31st postoperative day, re- 
sults of repeat indirect IF studies 
were positive for ICS antibody in a 
titer of 1:160; titers for ANA and 
MGA were unchanged. On the 54th 
postoperative day, the ICS antibody 
titer remained the same, but the 
ANA and MGA titers were negative. 

Indirect IF studies were simultane- 
ously performed under the supervi- 
sion of Dr. Ernst Beutner at the State 
University of New York, Buffalo. In 
this laboratory, on the 11th postoper- 
ative day, the ICS antibody was posi- 
tive in a titer of 1:160, and on the 31st 
postoperative day, the ICS antibody 
was positive in a titer of 1:320, ANA 
in a titer of 1:20, and MGA in a titer 
of 1:80. The ICS antibody titer was 
unchanged on the 54th day and no 
ANA or MGA was detected. The dif- 
ferences in titer between the two lab- 
oratories reflects the differences in 
the substrates used (human vs rat 
and monkey tissue) On the 150th 
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Fig 4.—Flaccid bulla above umbilicus, arising 
from apparently normal skin. 


Fig 6.—Patient’s back on 30th postoperative 
day, demonstrating maximum involvement 
around surgical sites. 





postoperative day, ICS, ANA, and 
MGA titers were all negative. 


Comment 


Pemphigus erythematosus, as de- 
scribed by Senear and Usher‘ in 1926, 
affects mainly the forehead and but- 
terfly area of the face and the prester- 
nal, interscapular, and intertriginous 
areas of the trunk. The trunk lesions 
are flaccid bullae that rupture quick- 
ly, resulting in persistent large, 
crusted, oozing patches. Facial le- 
sions may resemble those on the 
trunk or may appear as typical lupus 
erythematosus lesions or as sebor- 
rheic dermatitis. Senear and Usher 
called this disease "an unusual form 
of pemphigus combining features of 
lupus erythematosus." Immunofluo- 
rescent studies confirm this impres- 
sion. The ICS antibodies seen in pem- 
phigus vulgaris are also seen in pem- 
phigus erythematosus. The IgG bound 
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nification x 100). 


Fig 7.—Direct immunofluorescent prepara- 
tion of skin adjacent to a fresh bulla showing 
positive ICS staining (original magnification 
x 450). 





at the dermoepidermal junction, as 
seen in lupus erythematosus, is also 
characteristically seen in pemphigus 
erythematosus. Chorzelski et al? dem- 
onstrated these dermoepidermal anti- 
bodies in the facial lesions of nine out 
of 11 cases of pemphigus erythema- 
tosus, but in none of six cases of pem- 
phigus vulgaris. However, specimens 
taken from covered areas of the body 
showed ICS antibodies only. 

Our patient's trunk lesions fit the 
Senear-Usher pattern. The only fa- 
cial lesion present was a bulla. The 
direct IF studies were performed on a 
biopsy of the trunk, where the ab- 
sence of dermoepidermal antibodies 
and the presence of ICS antibodies 
might be anticipated. Except for the 
relatively low ANA titer, there was 
no clinical or laboratory evidence of 
lupus erythematosus. 





é 





Fig 5.—Histologic section of bulla showing subcorneal location (hematoxylin-eosin, original mag- 


Fig 8.—Indirect immunofluorescent prepara- 
tion. Patient’s serum on human skeletal muscle 
substrate showing positive MGA at a 1:40 dilu- 
tion (original magnification x 600). 





Although pemphigus erythemato- 
sus is often quiescent for years, it 
may spontaneously generalize into 
pemphigus foliaceous or, rarely, into 
pemphigus vulgaris. Flares from 
exposure to ultraviolet light have 
been reported and have responded 
to treatment with antimalarial ag- 
ents.^? Thermal burns sometimes 
produce circulating, pemphigus-like 
antibodies. Chorzelski!'" described a 
man who developed widespread pem- 
phigus erythematosus ten months 
after sustaining a burn, which did not 
heal but formed new blisters at the 
burn site. Cram and Winkelmann? 
used ultraviolet irradiation to pro- 
duce acantholysis experimentally in 
the normal skin of seven patients 
with pemphigus foliaceus, but they 
could not produce acantholysis with 
either friction alone, infrared irradia- 
tion, occlusive dressing, rubefacient, 
or thermal burn. 

Allergic contact dermatitis con- 
verted our patient's localized, crusted, 
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scaling, erythematous rash into a 
bullous, eroded eruption covering a 
third of his body surface. Exacerba- 
tion of pemphigus by contact dermati- 
tis has not, to our knowledge, been 
previously reported. A woman with 
Hailey-Hailey disease, who was sen- 
sitive to nickel," did develop acan- 
tholytic lesions from allergic contact 
dermatitis, but the acantholysis was 
confined to the area of the patch test 
and did not result in a positive Nikol- 
sky sign elsewhere. 

The occurrence of thymoma and 
pemphigus in the same patient has 
previously been reported five times. 
The first report, that of Kough and 
Barnes in 1964,? described a man 
with pemphigus vulgaris, who devel- 
oped erythroid aplasia two years lat- 
er. At this time, a thymoma was diag- 
nosed and excised without affecting 
the clinical course. Lupus erythema- 
tosus cells were consistently found 
and the presence of ANA was demon- 
strated. Peck'? included the results of 
immunofluorescent studies in his re- 
port describing four patients with both 
pemphigus vulgaris and myasthenia 
gravis. From one of these patients, a 
woman with myasthenia gravis, a 
malignant thymoma was removed. 
Although a high titer of ICS anti- 
bodies was demonstrated, she did not 
develop the skin lesions of pemphigus 
until more than four years later. 
Chorzelski et al* described a woman 
who had myasthenia gravis for more 
than 18 years and pemphigus for five 
years before a thymoma was diag- 
nosed. Beutner™ described a man who 
underwent a thymectomy because of 
severe myasthenia gravis. The surgi- 
cal specimen contained a thymoma. 
The myasthenia improved postopera- 
tively but then pemphigus erythema- 
tosus appeared. Stillman and Baert 
reported a case of coexistent pemphi- 
gus and thymoma in a man whose 
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serum was positive for ICS antibod- 
ies, ANA, and MGA; they also found 
that thymectomy did not alter the 
course of the pemphigus. 

The questions posed by our pa- 
tient’s 16-year course are many and 
the answers to such questions are 
strictly hypothetical. For how long 
were the detected circulating anti- 
bodies present? Since skeletal muscle 
antibodies are nearly always associ- 
ated with thymoma or myasthenia 
gravis,'* does the high antibody titer, 
which was present prior to steroid 
administration, date back to the de- 
velopment of the thymoma or is it due 
to an undetected remnant or metas- 
tasis of the thymoma? 

Sufficient dermal injury caused by 
the contact dermatitis, a delayed 
hypersensitivity reaction, may have 
liberated a cutaneous antigen, as 


. sunburn or thermal burn may do. 


This, in turn, might have evoked an 
anamnestic antibody response. Low 


. ICS antibody titers may have been 


present prior to the first IF tests per- 
formed on this patient but, certainly, 
the rise in ICS antibody titer paral- 
leled the increase in the clinical ac- 
tivity of the pemphigus. Release of a 
cutaneous antigen may have caused 
proliferation of clones of lymphocytes 
derived from the long-since-removed 
thymoma and these cells may have 
produced antibodies. Conversely, re- 
moval of the thymus may have per- 
mitted such lymphocyte clones to 
develop unchecked. 

It is most unlikely that combina- 
tions of such uncommon entities as 
pemphigus, lupus erythematosus, 
myasthenia gravis, and thymoma 
would occur in six patients’ lifetimes 
on a merely fortuitous basis. The 
common denominator linking these 
diseases, which would explain their 
pathogenesis, may well lie hidden 
within the still poorly understood 


functions of the thymus gland. 


Nonproprietary Name and 
Trademarks of Drug 


Nitrafurazone —Furacin. 
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Traction Alopecia in Nurses 


Francis S. Renna, MD, Irwin M. Freedberg, MD, Boston 


A patient had symmetrical localized alo- 
pecia of the scalp caused by traction exert- 
ed on hair shafts at the two points of at- 
tachment of her nurse’s cap. 


W° have recently seen an exam- 
ple of a type of localized alope- 
cia that to our knowledge has not 
been previously reported. Because of 
the medical association of this entity 
and because we hope that we may 
save someone detective work at a fu- 
ture date, we report the following 
case. 


Report of a Case 


A 57-year-old graduate nurse had a nor- 
mal past history except for an episode of 
lichen planus, which was proven by biopsy 
three years prior to her visit to us. She had 
no systemic diseases and denied the use of 
medication except for intermittent use of 
aspirin. Several months prior to her visit, 
she noted the onset of hair loss in two are- 
as. The loss was localized to the inferior 
border of the posterior parietal areas of 
her scalp bilaterally. There were no symp- 
toms associated with the lesions, and she 
denied recent emotional trauma. 

On examination, her skin was normal 
except for hyperpigmented areas over her 
legs, which had been the sites of lichen 
planus lesions. Symmetrically on both 
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Fig 1.—Area of alopecia over right posterior parietal scalp without nurse's cap (left) and with cap 


affixed with bobby pin. 


sides of her scalp were solitary areas of 
hair loss, which measured 3 X 2 cm in size. 
Hairs were essentially totally absent from 
the areas and there was no clinical 
evidence of inflammation or scarring. 
There were no exclamation point hairs vis- 
ible. 

In attempting to arrive at a cause, we 
considered several processes, none of 
which seemed to explain the clinical signs. 
While preparing to leave the Dermatology 
Unit to return to her floor duties, she be- 
gan to put on her cap. The entire process 
then became clear, as is detailed in Fig 1. 
For many years, she had worn a cap, 
which'was fixed on her head by two bobby 
pins, eight hours each day. The closed end 
of the pins localized exactly to the areas of 
alopecia and hairs in the area were 
trapped in the pin. 

A biopsy specimen of the scalp was tak- 
en and therapy consisted of requesting her 
to attach her cap by a different method. 
This was successful, and complete remis- 
sion resulted in 24 weeks. 

Laboratory values for the following 
were within normal limits: complete blood 








n 





Fig 2. —Histologic section from area of alope- 
cia showing perifollicular fibrosis disposed lin- 
early, parallel to axis of traction and long axis 
of hair follicle (hematoxylin-eosin, original 
magnification x 225). 
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cell count, serum triiodothyronine and tet- 
raiodothyronine, serum iron, and total 
iron-binding capacity. A nickel patch test 
was negative. 

The histologic findings showed that fol- 
licles were decreased in number. The hairs 
that were present were in the telogen 
stage and all exhibited perifollicular fibro- 
sis, as shown in Fig 2. In each section, are- 
as of fibrosis disposed in linear fashion and 
extending from the epidermis to the sub- 
cutaneous fat were noted. Just adjacent to 
these linear fibrotic lesions were seba- 
ceous glands and follicular structures. 
Arrectores pilorum were present and were 
usually surrounded by loose fibrosis. No 
significant inflammatory response was 
observed about follicles or in the fibrotic 
regions. The epidermis appeared normal, 
except for occasional follicular plugs that 
overlaid the linear perpendicular fibrotic 
areas. of the dermis. Elastic tissue stains 
were not remarkable. 


Comment 


Continuous traction on hair shafts 
produces  perifollieular erythema, 
which evolves into folliculitis and 


leads to hair loss. The loss is initially 
reversible but may become irreversi- 
ble after prolonged traction.! We have 
not found a case of localized traction 
alopecia in the literature similar to 
the one reported in this communica- 
tion. 

Trebitsch, in 1907, reported the 
first example of traction alopecia, 
alopecia Groenlandica, caused by the 
coiffure used by women in Green- 
land.? A similar type of alopecia was 
later shown to be associated with the 
traditional Japanese hairdo. In Eu- 
rope, Sabouraud noted marginal alo- 
pecia, usually involving the forehead, 
caused by a bun worn on the back of 
the head; in the United States, this 
form of alopecia was initially ob- 
served in black females who used 
traction to straighten their hair! and 
to form braids.’ Ponytails and curlers 
are other causes of marginal traction 
alopecia, as are nylon brushes* and 
trichotillomania. 

This form of alopecia in nurses also 


seems to be caused by’ traction. It is 
distinctive in that it is symmetrical 
and the location of the hair loss is 
within the hairy, unbraided scalp, 
rather than at the hair margins. It is 
probably caused by the constant trac- 
tion exerted at the point of attach- 
ment of the nurse’s cap. The histo- 
pathologic findings in this case were 
different than those reported by 
Muller and Winkelmann in a review 
of 24 cases of trichotillomania. We 
were unable to identify catagen hairs, 
while the amount of fibrosis was 
marked. 
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Test Your Knowledge 


Question.— With regard to prostaglandins and human skin, all of the following 

are true except: (a) The major prostaglandin in human skin is prostaglandin E,. 

(b) The highest concentration of skin prostaglandin is present in the dermis. (c) The 

. skin appears capable of synthesizing and metabolizing prostaglandins. (d) Intradermal 
injection of prostaglandin E, produces focal erythema. (For answer, see page 712.) 
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Immunoglobulins in the Larynx in 
Systemic Lupus Erythematosus 


James N. Gilliam, MD, Don E. Cheatum, MD, Dallas 


A patient had active systemic lupus ery- 
thematosus (SLE) with features of dermato- 
myositis. Immunoglobulin (IgG and IgM) 
and complement (C'3) identical to that 
found along the patient's epidermal base- 
ment membrane were detected along the 
laryngeal epithelial basement membrane. 
This, to our knowledge, previously unre- 
ported finding of immunoglobulin deposi- 
tion in a noncutaneous subepithelial base- 
ment membrane supports the concept of 
the systemic character of this phenomenon 
and minimizes the importance of exposure 
to ultraviolet light as a possible causative 
factor. 


he deposition of immunoglobulin 
and complement at the epider- 
mal basement membrane in clinically 
normal skin of patients with systemic 
lupus erythematosus (SLE) is a well 
known occurrence.!? This finding has 
been limited to the skin; therefore it 
has been suggested that external fac- 
tors unique to that organ, such as ul- 
traviolet light, play a role in localiz- 
ing these deposits.^ We have recently 
examined tissue from the skin and 
larynx of a patient with SLE by the 
direct fluorescent antibody technique 
and found the same immunoglobulin 
components along the respective epi- 
thelial basement membranes. The 
purpose of this report is to document 
the presence of immunoglobulin and 
complement along a noncutaneous 
epithelial basement membrane in a 
patient with active SLE. 


Report of a Case 


A 24-year-old white woman was admit- 
ted to the hospital with a one-month histo- 
ry of polyarthritis, alopecia, a generalized 
rash, and proximal muscle weakness. A 
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week before admission she had developed 
fever and hoarseness. On examination, 
she was found to have frontal alopecia and 
marked proximal muscle weakness. There 
was slight periorbital edema and minimal 
violaceous coloring of the eyelids. An ul- 
ceration 1 cm in diameter was present 
beneath the tongue. Pitting edema was 
present over the distal extremities. The 
skin of the arms and upper chest was 
covered by a raised, erythematous rash 
containing small purpuric puncta in a net- 
like pattern (Fig 1). Numerous small 
joints of the hands and feet were tender to 
examination, and both knees contained 
small effusions. 

Laboratory Studies.— The pertinent 
laboratory findings were as follows: hemo- 
globin, 10.9 gm/100 ml; hematocrit, 35%; 
direct Coombs test, positive; white blood 
cell count, 2,800/cu mm; serum glutamic 
oxaloacetic transaminase, 440 interna- 
tional units; blood urea nitrogen, 36 mg/ 
100 ml; creatinine clearance, 49 ml/min. 
The LE cell tests was strongly positive and 
the antinuclear antibody (indirect immu- 
nofluorescent method using rat kidney 
substrate) was positive, with a diffuse pat- 
tern at a serum dilution of 1:16. The total 
hemolytic complement (CH.,,) was 54 (nor- 
mal, 55u to 110). 

An electromyogram revealed a mixture 
of myopathic changes in the proximal 
muscles. On the basis of a percutaneous 
renal biopsy specimen, a diagnosis of dif- 
fuse proliferative glomerulonephritis was 
made. Direct immunofluorescent studies 
of the renal tissue showed the presence of 
immunoglobulin and complement (C'3) in 
the renal glomeruli. 

Hospital Course.— Treatment with 
prednisone (60 mg/day) and cyclophospha- 
mide (100 mg/day) resulted in a prompt 
decrease in muscle tenderness and weak- 
ness. The patient became afebrile and her 
joint symptoms resolved. After three 
weeks, she was discharged with a diagno- 
sis of SLE and instructed to continue tak- 
ing the same drug dosage. 

Three weeks later, the patient was read- 
mitted; she had increasing hoarseness and 
inspiratory stridor, with respiratory dis- 
tress. Direct laryngoscopy showed thick- 
ened, edematous vocal cords and a poorly 
defined mass that was posterior to the cri- 
coid. A biopsy specimen of the true cord 
was normal, when examined by light mi- 







> J wie" 
Fig 1.—Reticular, slightly elevated erythe- 
matous rash, with scattered punctate areas of 
purpura. 
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Fig 2. — Fluorescent subepithelial band in lar- 
ynx (fluorescein-conjugated goat antihuman 
IgM, original magnification x 700). 


imd act wem ee A Nee Yer 
Fig 3.—Cryostat section of laryngeal tissue 
fixed in formaldehyde solution (hematoxylin- 
eosin, original magnification x 400). 

croscopy. However, tissue obtained from 
the right posterior arytenoid showed 
chronic inflammation. A tracheostomy 
was required because of increasing stridor 
and evidence of an enlarging mass be- 
tween the trachea and esophagus, as seen 
on x-ray film. A repeat biopsy of this mass 
ten days later showed nonspecific inflam- 
mation. Special stains for bacterial and 
fungal organisms were negative. Laryn- 
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geal tissue from an adjacent area and a 3- 
mm punch biopsy from the volar forearm 
were obtained for direct immunoflu- 


orescent studies. Pertinent laboratory - 


data at that time included normal values 
for serum enzymes, a creatinine clearance 
value of 62 ml/min, and a urine protein 
value of 3.37 gm/24 hr. All cultures of 
blood and biopsy material were negative. 
A regimen of 50 mg/day of prednisolone 
was prescribed and she was discharged 
fully ambulatory, with a tracheostomy. 

Postdischarge Course.—The patient 
continued to improve after discharge, and 
cyclophosphamide therapy was reinstitut- 
ed. The tracheostomy site was allowed to 
close, and she has had no further hoarse- 
ness or respiratory difficulties. 


Materials and Methods 


Normal skin and larynx tissues ob- 
tained by biopsy were immediately frozen 
in liquid nitrogen and then sectioned in a 
cryostat to a thickness of 4j. The sections 
were washed for 30 minutes, with two 
changes of phosphate-buffered saline solu- 
tion (0.01M phosphate; pH 7.2) to wash 
away unbound blood and tissue proteins. 

The washed tissue sections were incu- 
bated with fluorescein-conjugated goat 
antihuman IgG, IgM, and C'3 (Table) for 
30 minutes at room temperature in a 
moist chamber. The excess antiserum was 
removed, and the slides were washed for 
30 minutes with three changes of phos- 
phate-buffered saline solution, pH 7.2. A 
coverslip was then mounted with buffered 
glycerol, and the tissue was examined 
with a fluorescence microscope (Leitz Or- 
tholux) equipped for epi-illumination.? An 
ultrahigh pressure mercury lamp (HB 
100) and filters (K490 and K510) were 
used. 

The cryostat-sectioned tissue was placed 
in a staining jar containing 4% formalde- 
hyde solution subsequently stained with 

; hematoxylin-eosin, and examined by rou- 
tine light microscopy. 


Results 

When the tissues were examined 
by direct immunofluorescence, the 
same immunoglobulin components 
detected in the skin were found in the 
larynx: IgG was ++, IgA was 0, IgM 
was +++, and C’3 was ++. Figure 2 
demonstrates the appearance of the 
laryngeal immunofluorescent band. 
IgG, IgM, and complement were pres- 
ent. Figure 3 is the lower power view 
of a cryostat section of the laryngeal 
tissue fixed in formaldehyde solution 


and stained with hematoxylin-eosin.. 


Notice the lack of inflammatory in- 
volvement. 
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Characteristics of Monospecific Goat Antihuman Fluorescein Conjugates ` 


Protein, 
mg/ml 


Fluorescein/Protein 


Molarity Dilution 





Anti-IgG 10 
Anti-lgA 10 
Anti-IgM 10 
Anti-C'3 10 





Comment 


The demonstration of identical 
immunoglobulin components along 
the basement membranes of both 
skin and larynx in a patient with SLE 
is important because it extends the 
concept of basement membrane im- 
munoglobulin binding in this disease 
to include noncutaneous epithelial 
Structures, suggesting the systemic 
nature of this phenomenon. This sup- 
ports the proposal of Cooke et al? that 


basement membrane material may: 


have an affinity for antigen-antibody 
complexes that diffuse passively to 
the basement membrane area and are 
trapped. That these immunoglobulin- 
containing deposits are indeed anti- 
gen-antibody complexes is suggested 
by the work of Landry and Sams 
showing that material eluted from 
the normal skin of SLE patients had 
antinuclear activity.® Thus, a positive 
immunofluorescent band test may be 
regarded as an indicator of circulat- 
ing immune complexes and would be 
expected to correlate with disease 
activity, as shown by Condemi," and 
renal disease, as suggested by Burn- 
ham." The correlation with renal 
disease has recently been disputed by 
Caperton et al? However, we have 
presented data showing that normal 
Skin basement membrane immuno- 
globulin deposits in SLE not only cor- 
relate with the presence of renal dis- 
ease but also with the severity of the 
renal involvement, as determined by 
renal biopsies.? 

The nature of this patient's inflam- 
matory lesion of the larynx remains 
obscure. Though laryngeal involve- 
ment in SLE has been reported pre- 
viously, the histologic findings in our 
case were not consistent with that 
diagnosis.! Bacterial and fungal cul- 
tures of the area have shown no 
growth, and the patient improved as 
a result of steroid therapy. Though 
the laryngeal tissue that was exam- 
ined by the direct immunofluorescent 
technique was taken from an area 





3.8 
2.6 
3.4 
4.2 


“near the inflammatory lesion, the 


portion that was stained was unin- 
volved (Fig 3), and we believe that 
the laryngeal subepithelial globulin 
deposition is analogous to that found 
in the patient’s normal skin. 


This investigation was supported in part by 
Public Health Service grants AMO05154 and 
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and by the Dallas Veterans Administration 
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Disseminated Histoplasmosis and 
Adenocarcinoma of the Stomach 


John A. Kasch, MD, Ullin W. Leavell, Jr., MD, Lexington, Ky 


The patient had extensive cutaneous his- 
toplasmosis. The autopsy disclosed dis- 
seminated histoplasmosis and adenocarci- 
noma of the stomach, with metastases. The 
findings suggest that lowered immunity due 
to widespread carcinoma may disseminate 
histoplasmosis. To our knowledge, the as- 
sociation of histoplasmosis and carcinoma 
of the stomach has not been reported pre- 
viously. 


he factors which predispose one to 

disseminated histoplasmosis are 
being reported more frequently. 
Furcolow! states that the disease is 
more common in patients who have 
tuberculosis, cryptococcosis, and blas- 
tomycosis. He also believes that the 
disease is more commonly dissemi- 
nated in patients with adrenal disor- 
ders and in those who have been 
treated with steroids. 

Reddy et al? have listed tuberculo- 
sis, Battey bacillus, sarcoidosis, dia- 
betes mellitus, corticosteroid therapy, 
antituberculous drug therapy, and 
cancer chemotherapy as predisposing 
factors. Watson et al? have reported 
disseminated histoplasmosis associ- 
ated with lupus erythematosus. 

Although it is rare, the association 
of histoplasmosis and systemic malig- 
nant tumors has been noted by many 
authors. In 1948, Cawley et al‘ re- 
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ules on cheeks. 


viewed 88 cases of histoplasmosis and 
found four cases in which patients 
had a concomitant lymphoblastoma. 
Two of these patients had leukemia 
and two had Hodgkin disease. 

In 1962, Furcolow! published a case 
of chronic myelogenous leukemia and 
a case of Hodgkin disease associated 
with histoplasmosis. In 1968, Pinkus? 
described a patient with mycosis fun- 
goides and histoplasmosis. In 1967, 
Aach and Kissane* reported a case of 
lymphocytic leukemia associated 
with histoplasmosis. 

Furcolow et al’ documented the 
presence of Hodgkin disease in two 
instances out of 92 cases of histoplas- 
mosis. In 1970, Reddy et al? reported 
25 cases of histoplasmosis in which 
Hodgkin disease was found in five 
instances and bronchogenic carci- 
noma in one. Bronchogenic carci- 
noma is the only malignant tumor 
other than lymphoma that we have 
found in conjunction with histoplas- 
mosis. 





ye? v. 
^ PESA | 


Fig 2.—Biopsy section of nose ulcer showing 
many encapsulated organisms typical of H cap- 
sulatum in dermis and in macrophages (hema- 
toxylin-eosin x 430). 


Report of a Case 


A white, 84-year-old farmer from Ken- 
tucky was admitted to the University of 
Kentucky Medical Center on Feb 4, 1971, 
because of an ulcer of three weeks’ dura- 
tion on his nose. He had been treated with 
ampicillin anhydrous by his local physi- 
cian for three weeks, but the ulcer in- 
creased in size and additional lesions ap- 
peared on his face and chest. 

During the six months prior to admis- 
sion, he noticed progressive weakness, 
indigestion, eructation, epigastric pain, 
vomiting, and a 18.2-kg weight loss. 

Past Medical History.—In September 
1966 a cholecystectomy and an appendec- 
tomy were performed. The gallbladder was 
acutely inflamed and the appendix showed 
fibrous involution. A skin tumor was diag- 
nosed as basal cell carcinoma. A chest x- 


Disseminated Histoplasmosis/Kasch & Leavell 


4 


ray film showed numerous, small calçifica- 
tions and a minimal amount of bilateral 
apical pleural thickening. An upper gas- 
trointestinal series showed a normal 
esophagus, stomach, pylorus, duodenum, 
and upper jejunum. 

Social History.—The patient had been 
a farmer all his life. He raised chickens 
and kept pigeons in his barn. 

Physical Examination. —The results 
follow: blood pressure, 120/70 mm Hg; 
pulse rate, 82 beats per minute; respira- 
tions, 18 per minute; and temperature, 
37 C. The patient was a cachectic, elderly, 
white man in no acute distress. There was 
an ulcer measuring 5.0 cm in diameter on 
the anterior aspect of the nose (Fig. 1). 
Approximately 20 erythematous papular 
lesions, 0.5 to 1.0 cm in diameter, were 
scattered over the forehead, cheeks, and 
chest. Rales were audible in the bases of 
both lungs. The heart was within normal 
limits. The abdomen was neither tender 
nor distended and there were no masses. 
The liver and spleen were not palpable. 

Hospital Course.—The patient was 
given 2 gm of methicillin sodium every 
four hours because it was believed that he 
had staphylococcic septicemia. He devel- 
oped a temperature of 39.6 C and was giv- 
en 500 mg of kanamycin sulfate every 12 
hours. His condition deteriorated rapidly 
and he became- unresponsive to verbal 
stimuli. Biopsy of the ulcer on his nose 
revealed encapsulated organisms typical 
of Histoplasma capsulatum in the dermis 
and within macrophages (Fig 2). A bone 
marrow biopsy showed similar organisms. 
The patient became obtunded and died on 
his 12th hospital day. 

The diagnosis of histoplasmosis was 


made only two days before he died. It had ' 


been planned that definitive therapy for 
histoplasmosis would be administered af- 
ter the results of bone marrow study, liver 
function tests, liver biopsy, and spinal tap 
were evaluated, but he died before these 
tests could be completed. 


Laboratory Findings 

Laboratory studies disclosed the 
following values: hemoglobin, 14.0 
gm/100 ml; hematocrit, 40.7%; white 
blood cell count, 5,600/cu mm, with 
37% polymorphonuclear leukocytes, 
48% band cells, 14% lymphocytes, 
and 1% monocytes. Urinalysis dis- 
closed the following findings: specific 
gravity, 1.019; pH, 7.0; no protein or 
sugar; and occasional white blood 
cells per high-power field. The blood 
urea nitrogen value was 117 mg/100 
ml and the serum creatinine value 
was 3.4 mg/100 ml. The IgG level was 
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-` transtracheal 


1,750 mg/100 ml, the IgA level was 
265 mg/100 ml, and the IgM level was 
140 mg/100 ml. All the other immu- 
noglobulins also had elevated levels. 

Pseudomonas aeruginosa and Esch- 
erichia coli grew from the bacterial 
cultures of the ulcer on the nose. No 
bacteria grew from blood cultures. 
Pseudomonas aeruginosa grew from 
` aspirate cultures. 
There was no growth of acid-fast ba- 
cilli on the transtracheal aspirate 
culture. 

Histoplasma capsulatum grew from 
fungal cultures of the skin lesions 
and bone marrow. Fungal serologies 
disclosed dilutions of histoplasmin 1 
to 24, yeast 1 to 255, and blastomycin 
1 to 16. Skin tests showed a histo- 
plasmin reaction of 4+, a negative 
blastomycosin reaction, and a nega- 
tive tuberculin reaction. 


Autopsy Findings 


At autopsy, both lungs were adher- 
ent to the rib cage and there were 
small nodules throughout the paren- 
chyma. The spleen had white nodules 
on the surface and small calcified 
nodules on the section. The esopha- 
gus had many superficial ulcerations. 
The surface of the entire gastrointes- 
tinal tract from the stomach to the 
rectum was covered with firm, white 
nodules and the peritoneal cavity was 
lined with similar lesions. The wall of 
the stomach was greatly thickened 
and there were multiple areas of ne- 
crosis. The peritoneal lymph nodes 
were markedly enlarged and some 
had necrotic centers. The kidneys had 
granular surfaces with scarring and 
the prostate was markedly enlarged 
and nodular. The adrenals were en- 
larged and there were small white 
nodules throughcut the parenchyma. 

Histoplasma capsulatum grew from 
postmortem cultures of the liver, 
spleen, and mesenteric lymph nodes. 

Microscopic examination showed H 
capsulatum in the myocardium, tra- 
chea, lungs; stomach, esophagus, 
duodenum, jejunum, ileum, serosal 
surfaces, colon, rectum, spleen, pan- 
creas, liver, kidneys, adrenals, bone 
marrow, and mesenteric and peri- 
bronchial lymph nodes. Granulomas 
were found in the myocardium, lungs, 
stomach, spleen, liver, adrenals, and 


lymph nodes. There was adenocarci- 
noma of the stomach. Metastatic ad- 
enocarcinoma involved the duode- 
num, jejunum, ileum, colon, rectum, 
serosal surfaces, and mesenteric 
lymph nodes. Ín these locations, the 
fungus was dispersed throughout the 
carcinoma. The brain epiese mild 
atrophy and edema. 


Comment 


In all cases reviewed, a systemic 


‘malignant tumor was symptomatic 


and diagnosed prior to the diagnosis 
of histoplasmosis. It was suggested, 
therefore, that the malignant tumor 
lowered the immunity and dissemi- 
nated the histoplasmosis. 

In our patient, it is possible that 
the carcinoma of the stomach lowered 
the immunity and disseminated the 
histoplasmosis. In favor of this theory 
is the fact that the patient had symp- 
toms of carcinoma of the stomach six 
months prior to the indications and 
diagnosis of histoplasmosis.. Moreov- 
er, microscopic sections of the autopsy 
material showed the carcinoma and 
all the metastases to be infiltrated 
with numerous H capsulatum organ- 
isms, suggesting a synergetic action. 
Finally, histoplasmosis of the skin is 
so rare that it could be easier to ex- 
plain its presence on the basis of 
lowered immunity than on natural 
occurrence. ; 


Nonproprietary Name and 
Trademarks of Drug 


Ampicillin anhydrous— Penbriten, Omni- 
pen. 
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Sign of Leser-Trélat 


Paul I. Dantzig, MD, Albany, NY 


The sign of Leser-Trélat refers to the 
sudden appearance and rapid increase in 
size and number of seborrheic keratoses 
associated with an internal malignant tu- 
mor. The case of a patient who had the sign 
is reported and previously reported cases 
are reviewed. 


he sign of Leser-Trélat is defined 
as the sudden appearance and 
rapid increase in size and number of 
freckles and seborrheic keratoses, 
accompanied by pruritus, on a skin 
that was previously blemish-free.! It 
is considered to be a sign of internal 
malignant tumors. Ít has been de- 
scribed in the older European litera- 
ture, but only one case has been re- 
ported in an American journal. The 
sign of Leser-Trélat is described brief- 
ly in only one current dermatology 
textbook, and its existence is ques- 
tioned by many investigators. In a 
recent review on the cutaneous signs 
of internal malignant tumors, 
Kierland? states that the relationship 
between keratoses and cancer is ques- 
tionable because 
this sign occurs in the elderly among 
whom, apart from this state, not only is 
the incidence of neoplasms increased but 
in whom, also apart from this state, kera- 
toses often appear, so that awareness of 
these lesions is naturally increased and 
the suspicion of concurrent internal neo- 
plasm is not. 
The case reported here fits the cri- 
teria for the sign of Leser-Trélat. 


Report of a Case 


A 55-year-old white man with a four- 
year history of a generalized erythroder- 
ma was seen in the dermatology clinic at 
the Albany Veterans Administration Hos- 
pital on March 21, 1973. He had been pre- 
viously examined, including multiple skin 
biopsies, in three other institutions and 
was thought to have a psoriatic erythro- 
derma. Treatments with methotrexate, az- 
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aribine and topically applied 20% hydro- 
cortisone cream and 0.1% triamcinolone 
cream, both open and under occlusion, had 
no effect on the disease. Approximately 
four months prior to this clinic visit, he 
started noticing the appearance and rapid 
increase in size and number of “warty” le- 
sions on his back, shoulders, and chest. 
During this period, he also complained of 
increasing pruritus, fissures and scaling of 
his palms and soles, and intolerance to 
heat. 

Physical examination showed a general- 
ized erythroderma and thickening of the 
skin, with heavy scaling of the palms and 
soles. Several fissures were present on the 
palms and soles and generalized nonten- 
der lymphadenopathy was present. On his 
back, shoulders, and chest, there were 
numerous velvety and papillary papules, 
2 to 6 mm in diameter. 

Because of the increased pruritus and 
rapid development of seborrheic keratoses, 
another skin biopsy was performed. It 
showed a dense dermal pleomorphic infil- 
trate with Pautrier microabscesses in the 
epidermis, which was consistent with 
mycosis fungoides. Other laboratory data 
included a white blood cell count of 
16,000/cu mm, with 20% abnormal lym- 
phocytes. These lymphocytes had cerebri- 
form nuclei and PAS-positive vacuoles in 
thecytoplasm, consistent with Sezary cells. 
Bone marrow biopsy also showed charac- 
teristic Sezary cells, but an axillary lymph 
node biopsy only demonstrated dermato- 
pathic lymphadenitis. A final diagnosis of 
Sezary syndrome with multiple seborrheic 
keratoses (the sign of Leser-Trélat) was 
made. 


Comment 


Cutaneous signs of internal malig- 
nant tumors have been one of the 
most important diagnostic aspects of 
dermatology, and many of these signs 
were first described in the 19th centu- 
ry. The sign of Leser-Trélat was cred- 
ited to a German and a French sur- 
geon, Edmund Leser and Ulysse 
Trélat, who reported cases of keratos- 
es associated with malignant tumors 
about 1890.' Shortly after that report, 
in 1891, Pollitzer described the first 
association of acanthosis nigricans 
with carcinoma.? He mentioned that 


his original patient also had scattered _ 


warty excrescences, though there was 
no mention of their duration. The re- 
lationship between keratoses and 
cancer was debated by many Europe- 
an authors, and in 1904, Sprecher 
described a series of 87 patients with 
"senile" warts and found no associa- 
tion with cancer.4 Sebastieni, how- 
ever, in 1932, reported 100 cases of 
carcinoma in which freckles and 
warts were commonly found, but no 
mention of their duration or to the 
sign of Leser-Trélat was made. In 
1936, Gougerot and Duperrat de- 
scribed a  verrucous dermatosis 
(senile warts) associated with a ma- 
lignant tumor.® Forman, in 1943, pre- 
sented a patient who had at that time 


‘recent onset of acanthosis nigricans 


and multiple discrete warts to the 
Royal Society of Medicine; both devel- 
oped shortly after the diagnosis of 
gastric carcinoma was made.’ In 
1948, Josserand et al presented a case 
of a woman with carcinoma of the 
breast who suddenly developed sebor- 
rheic keratoses. Both conditions re- 
gressed -when the carcinoma was 
treated with radiation In 1952, 
Schwartz reported another case to the 
Royal Society of Medicine. The pa- 
tient attended the dermatology clinic 
complaining of multiple warts on his 
arms and axillary and nuchal hyper- 
pigmentation of six months' duration. 
Intheir search for a possible underly- 
ing malignant tumor, laparotomy 
was performed and metastatic gastric 
carcinoma was diagnosed.? In 1957, 
Dingley and Marten reported the case 
of a patient with multiple seborrheic 
warts on his arms and legs, which 
appeared over the course of a few 
months. During this time, she also 
developed acanthosis nigricans and 
lanugo hair growth of the face and 
neck. Work-up disclosed adenocarci- 
noma of the ovary.!? In 1962, Sneddon 
and Roberts reported two patients 
with the sudden appearance of nu- 
merous seborrheic keratoses on the 
extremities who also had .caxcinoma 
of the stomach. In one patient, the 
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Reported Cases of Multiple Seborrheic Keratoses and Cancer 


Reporter 


Site and Type 
of Malignant Tumor 


Associated 
Conditions 





Pollitzer? 


Unspecified 


Acanthosis nigricans 





Gougerot & 
Duperrat® 


Adenocarcinoma, 
pancreas 


None 





Forman? 


Adenocarcinoma, 
stomach 


Acanthosis nigricans, 
vitiligo 





Josserand 
et ai? 


Adenocarcinoma, 
breast 


None 





Schwartz? 


Adenocarcinoma, 
stomach 


Acanthosis nigricans 





Dingley & 
Marten"? 


Adenocarcinoma, 
ovary 


Acanthosis nigricans, 
malignant down 





Sneddon & 
Roberts!' 


Adenocarcinoma, 
stomach 

Adenocarcinoma, 
stomach 


None 


None 





Ronchese! 


Adenocarcinoma, 
uterus 


Acanthosis nigricans, 
pruritus 





Dantzig 


Sezary syndrome 


Pruritus 


(present 
report) 


cutaneous eruption occurred after the 
-diagnosis of gastric carcinoma was 
made; in the other patient, the sebor- 
rheic keratoses led to a search for an 
underlying malignant tumor that 
was also a gastric carcinoma. The 
authors thought that the seborrheic 
keratoses represented an incomplete 
form of acanthosis nigricans. The 
most recent case report was in 1965 
. by Ronchese.' He presented a patient 
who suddenly developed many sebor- 
rheic keratoses accompanied by pruri- 
tus. Within a few months, she devel- 
oped acanthosis nigricans and adeno- 
carcinoma of the uterus and died. 

The sign of Leser-Trélat rarely has 
been mentioned in the American 
dermatologic literature and it ap- 
pears that this sign needs reempha- 
sizing. Of the cases reported to date 
(Table), there were several features 
that showed the relationship between 
the seborrheic keratoses and internal 
malignant tumors. In most cases, the 
dermatosis began at approximately 
the same time or shortly after the 
development of the cancer, and the 
two processes seemed to run a paral- 
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lel course in regard to growth and 
remission. Also, except for two cases, 
the neoplasm in each case was adeno- 
carcinoma, most commonly of the 
stomach. Certainly, in this patient, 
the sudden appeararce and rapid 
growth of seborrheic keratoses corre- 
sponded well with the development of 
Sezary syndrome. The reason for the 
growth of these lesions is unknown 
but it may be analagous to the break- 
down in the host defense mechanism, 
which allows the original tumor to 
grow. Even though this patient did 
not have acanthosis nigricans, sever- 
al case reports'^99? have demon- 
strated both conditions occurring to- 
gether, and a relationship between 
acanthosis nigricans and malignant 
keratoses may also exist. Several cri- 
teria need to be defined before this 
condition is diagnosed and possibly 
before the patient is subjected to an 
extensive work-up: The first is the 
duration of the keratoses. In all re- 
ported cases, the duration of the seb- 
orrheic keratoses was less than one 
year, and most paiients were very 
aware of ihis period of growth. Also, 


pruritus does not seem to be a con- 
stant feature, being present in only 
two cases. Pruritus is a difficult symp- 
tom to evaluate as it is often present | 
in isolated seborrheic keratoses and 
may be present alone with internal 
malignant tumors. The site of in- 
volvement might also be important. 
Though not all reports specified loca- 
tion, the majority of lesions were re- 
ported on the extremities and shoul- 
ders. With further case reports, the 
significance of this can be deter- 
mined. : 

_ Finally, seborrheic keratoses are 
very common in the elderly and in the : 
dermatologist's practice. However, 
there are enough isolated cases in the 
literature of the rapid growth and 
appearance of these lesions associ- 
ated with internal malignant tumors 
to make them potentially important 
diagnostic signs. 


Nonproprietary Name and 
Trademarks of Drug 


Azaribine— T'riazure. 
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Telogen Effluvium as a Sign 
of Hodgkin Disease 


Arnold W. Klein, MD; Robert I. Rudolph, MD; 


James J. Leyden, MD, Philadelphia 


Alopecia, as a manifestation of Hodgkin 
disease, is a rare occurrence. It may be 
due to infiltration and follicle destruction 
by the disease, or it may be a secondary 
"toxic" manifestation. 

The patient had marked alopecia of the 
scalp several months before any other 
signs and symptoms of the disease had 
appeared. The hair loss was characterized 
as a telogen effluvium. Other cases in the 
literature regarding hair loss and Hodgkin 
disease are discussed. 


he cutaneous manifestations of 
4. Hodgkin disease have usually 
been divided into two categories, the 
toxic (or nonspecific) and the spe- 
cific.}? The former group consists of 
those cutaneous signs and symptoms 
that are neither clinically nor histo- 
logically characteristic of the disease, 
such as pallor, pruritus, urticar- 
ia, exfoliative erythroderma, prurigo 
nodules, bullae, and hemorrhagic le- 
sions. The latter group, on the other 
hand, consists of cutaneous lesions 
that are a result of direct infiltration 
of the skin by the lymphomatous pro- 
cess and that may occur as nodules, 
plaques, ulcerated lesions, or tumors. 
Histologic examination shows that 
these lesions show the characteristic 
lymphomatous infiltrate of Hodgkin 
disease. 
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In patients with Hodgkin disease, 
alopecia may represent either a spe- 
cific or nonspecific cutaneous mani- 
festation?* ie, it may or may not be 
secondary to lymphomatous infiltra- 
tion of the scalp.* Although the early 


. literature has reports of alopecia as a 


manifestation of Hodgkin disease, 

more recent surveys do not mention. 
this finding, and it is only noted in 

passing in the major dermatologic 

texts. In this case of Hodgkin disease, 

a specific form of- hair loss, telogén 

effluvium, was the manifest sign of 

the underlying lymphoma. 


Report of a Case 


A 40-year-old, white man, who original- 
ly came to another hospital in October of 
1972, had a seven-month history of in- 
creasing hair loss associated with a five- 
month history of abdominal pain, weight 
loss, and malaise. On. physical examina- 
tion, the patient was found to have gener- 
alized lymphadenopathy. Biopsy of a right 
cervical node revealed that he had a lym- 
phocytic-depletion type of Hodgkin dis- 
ease. The patient was then transferred to 
the Hospital of the University of Pennsyl- 
vania for observation, determination of 
the stage of the disease, and therapy. By 
early November 1972, the patient's signs 
and symptoms had progressed to include 
nausea, vomiting, diarrhea, and penile 
and scrotal edema. On the basis of this 
penile and scrotal edema that was associ- 
ated with marked inguinal adenopathy 
and a cervical biopsy, it was considered 
that the patient had stage III B disease of 
the nodular-sclerosing type. 

Laboratory studies disclosed the follow- 
ing values: hemoglobin, 8 gm/100 ml; 
hematocrit, 27%; erythrocyte sedimenta- 
tion rate (Wintrobe), 50 mm/hr; platelet 
count, 400,000/cu mm; white blood cell 
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count, between 17,000/cu mm and 22,000/ 
cu mm, with marked neutrophilic leu- 
kocytosis and some hypersegmentation. 
The values for serum calcium, serum cre- 
atinine, blood urea nitrogen, and serum 
inorganic phosphorus were all within 
normal limits. The serum albumin value 
was 2.5 mg/100 ml, and the serum globu- 
lin value was 3.0 mg/100 ml. The lactic 
acid dehydrogenase value was elevated at 
610 internatione] units (IU)/ml (normal, 
<400 IU/mD, with a hydroxybutyrate 
dehydrogenase level of 900 IU/ml (normal, 
270 IU/mD). The values for serum glutamic 
pyruvic transaminase, serum glutamic 
oxaloacetic transaminase, and serum al- 
kaline phosphatase were all normal. The 
serum iron value was 28/100 ml, with a 
total iron-binding capacity of 153 mg/100 
ml (18% saturation [normal, 25% to 58% 
saturation]). A barium enema demonstrat- 
ed a soft tissue mass on the right side of 
the pelvis. The results of bone marrow 
examination were normal. The patient 
was anergic to all skin tests that were ap- 
plied (purified protein derivative, Tricho- 
phyton, mumps, and Candida). 

During the course of admission, the pa- 
tient was examined in the Dermatology 
service to evaluate the obvious hair loss. 
The patient placed the onset of hair loss 
two months pricr to any other complaints 
and described his hair loss as “steady 
and progressive.” Physical examination 
showed a generalized thinning of hair, 
without any area of total alopecia. The loss 
was most marked in the occipital and tem- 
poral regions. The remaining scalp hair 
was soft and fine. Only the patient's scalp 
hair was abnormal. 

One hundred hairs were vigorously 
plucked from the top of the scalp, placed in 
physiologic saline solution, and examined 
with a dissecting microscope. Eighty-five 
hairs were found to be in the telogen 
‘phase; there was no associated swelling or 
constriction of the hair shafts. A 20 x 10- 
mm biopsy specimen was then obtained 
from a site distant from where the hair 
was plucked, ie, from the left parietal re- 
gion. 

Histologic examination showed no im- 
portant inflammatory reaction, with the 
exception of a few lymphocytes in the peri- 
vascular areas of the upper portion of the 


dermis. The epidermis maintained a fairly | 


normal contour, with a thick, loose, or- 
thokeratotic scale in which several frag- 
ments of hair shafts were seen. There was 
a total absence of anagen hair follicles. 
The hair structures were largely confined 
to the upper half of the dermis. The folli- 
cles were in a telogen state, characterized 
by the presence of a hair shaft surrounded 
by a thin follicular epithelium and a thick 


Arch Dermatol/Vol 108, Nov 1973 


" 


connective tissue sheath. Several vellus 
follicles with thin hair shafts were also 
seen. There was no evidence of lymphoma- 
tous infiltrate. 


Comment 


Descriptions of alopecia as a cuta- 
neous manifestation of Hodgkin dis- 
ease are most numerous in the older 


dermatologic literature. The hair 


loss, moreover, may be specific or 
nonspecific. In the specific form, the 
alopecia is secondary to hair follicle 
destruction and infiltration by lym- 
phomatous cells. In the nonspecific 
form, the hair loss may take many 
patterns; indeed, several individual 
cases with diverse distribution of hair 
loss have been reported. Cannon noted 
one case in which there was partial 
alopecia of the scalp, absence of pubic 
and axillary hair, and associated alo- 
pecia of the lateral eyebrows.? This 
case is similar to ours in that the alo- 
pecia preceded the clinical lymphade- 
nopathy by more than two years. 
Several individuals, moreover, have 
reported cases in which alopecia area- 
ta occurred concomitantly with the 
Hodgkin disease. Jones and Alden 
reported a case of a black man in 
whom the onset of Hodgkin disease 
was associated with a patchy alopecia 
of scalp, progressing to total body 
alopecia, with only a fine vellus coat 
remaining. Busman and Johnston, 
furthermore, mention a patient 
whose Hodgkin disease was accompa- 
nied by a dermatitis and total scalp 
alopecia. Interestingly, a rapid re- 
growth of scalp hair occurred in their 
patient after radiotherapy. 

In our patient, 85% of plucked scalp 
hairs were in the telogen phase. The 
biopsy finding of no anagen hair folli- 
cles is probably best explained by the 
fact that the hair was plucked from 
the top of the scalp, whereas the biop- 
sy specimen was taken from a site 
rather distant from the plucking site. 
Perhaps this area was more severely 
affected by the stimulus that precipi- 
tated the change to the telogen phase. 
Thus, the hair loss would qualify as a 
telogen effluvium.? 

Cole has investigated the pattern 
of growing hairs in patients with 
neoplastic disease.!? In two of his nine 


patients, a majority of examined 
hairs were found to be in the telogen 
phase. Klignian, furthermore, has 
recorded the association of chronic 
systemic disease with telogen efflu- 
vium. Among systemic diseases men- 
tioned, the neoplastic state “leuke- 
mia” was included.? In further refer- 
ence to the lymphoproliferative dis- 
eases, Savoie and Moschella noted 
that a "toxic" telogen effluvium could 
occur as a cutaneous manifestation of 
these states.? The fact that 85% of the 
examined hairs were in a telogen 
state (a very high number for telogen 
effluvium) may serve as an indication 
that when the count is so high, a 
search should be made for an under- 
lying, serious process. No particular 
case, however, was noted in associa- 
tion with Hodgkin disease. 

Telogen effluvium was induced in 
this patient by his underlying lym- 
phoproliferative condition, in as 
much as no other evidence of a de- 
monstrable cause could be discovered 
after extensive investigation. The 
importance of this finding is that it 
served as the heralding sign of a seri- 
ous systemic illness. 


Arnold W. Klein, MD, and Robért I. Rudolph, 
MD, are the recipients of Public Health Service 
postdoctoral trainee grant AM 05261. 
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Telangiectasia Overlying 
Malignant Tumor 


Aron Primack, MD, Washington, DC 


A patient had a malignant tumor meta- 
static to the subcutaneous tissues of the 
chest, over which telangectasia developed 
after partial biopsy. A possible cause is 
mentioned. 


arious skin changes with under- 

lying malignant tumors have 
been described.'! The present case 
demonstrates telangiectasia in a pa- 
tient with carcinoma of unknown ori- 
gin. 


Report of a Case 


A 37-year-old white man was well until 
he noted a 7 X 7 cm mass on the right side 
ofthe chest wall. A partial biopsy was per- 
formed, which revealed an anaplastic car- 
cinoma. Further evaluation, including 
chest x-ray films, serum tests, multiple 
bronchoscopic examinations with cytologic 
studies, a barium swallow, barium enema, 
and intravenous pyelogram, and a renal 
arteriogram, all revealed no source for 
the primary carcinoma. 

Soon after the biopsy of the mass lesion, 
erythema developed over the area from 
which the tumor was excised. This gradu- 
ally became increasingly telangiectatic, 


but remained centered over the area of 


tumor removal (Fig 1). There was no ten- 
derness or heat associated with these le- 
sions. A biopsy of the skin in this region 
revealed telangiectasia with no evidence 
of tumor infiltrate (Fig 2). 


Comment 


Various skin changes have been 
observed with underlying malignant 
tumors. These include mycosis fun- 
goides, dermatomyositis, urticaria, 
erythema multiforme, hyperkerato- 
sis, exfoliative dermatitis, acanthosis 
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Fig 1.— Area of skin overlying tumor showing 
telangiectasia around scar from previous bi- 
opsy. 





Fig 2.—Histologic features of skin showing 
telangiectasia, but no tumor infiltration (hema- 
toxylin-eosin, original magnification x 10). 


nigricans, and others. The patient 
herein reported displayed a localized 
telangiectatic region overlying a sub- 
cutaneous metastatic malignant 
tumor. 

The explanation of this telangiec- 
tatic reaction is unknown. Folkman 
et al? described a tumor angiogenesis 
factor (TAF), which is postulated to 
cause increase blood vessel produc- 
tion into a tumor. The telangiectasia 
occurred only after removal of part of 
the tumor; thus, after disruption of 
the blood supply, an increase in TAF 
might cause local vascular reactions. 
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Systematized 


Epidermal Nevus 


A Determinant for the Localization of Psoriasis 


Richard G. Bennett, MD; Loren Burns, MD; 
Margaret Grcy Wood, MD, Philadelphia 


A 67-year-cld black man had both psoria- 
sis of recent onset and systematized epi- 
dermal nevi, which were present since ear- 
ly childhood. In addition to typically distrib- 
uted psoriatic plaques and nail changes, 
several epidermal nevi were noted to show 
verrucose changes with a thick, white 
scale. We discuss the role of epidermal 
nevi in determining the localization and 
character of psoriatic lesions. 


Lo psoriasis presents a diag- 
nostic problem when it occurs 
independent of other evidence of pso- 
riasis. Does this represent an unusual 
Köbner phenomenon in a patient 
with psoriasis or is this a peculiar 
reaction pattern occurring in a linear 
nevus? Altman and Mehregan! sug- 
gest that linear psoriasis is a rare 
lesion and that most cases of this der- 
matosis represent a separate and dis- 
tinct clinical and histopathologic va- 
riety of linear verrucose nevus. They 
suggest the term “inflammatory lin- 
ear epidermal nevus” for such a le- 
sion. Although pruritus has been re- 
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ported to occur in association with 
these lesions, as well as both eczema- 


` tous and psoriasiform inflammatory 


reactions, linear epidermal nevi are 
usually asymptomatic and are not as- 
sociated with inflammatory changes. 

Our patient had a widespread epi- 
dermal nevus, present since child- 
hood. During the four years prior to 
our examination of him, he developed 
typical lesions of psoriasis on the el- 
bows, scalp, and nails, as well as ver- 
rucose psoriatic lesions within and 
overlapping portions of the epidermal 
nevus. We will discuss this chain of 
events in support of the probability 
that ` psoriasiform inflammatory 
changes in linear epidermal nevi rep- 
resent a Kóbner phenomenon and 
that epidermal nevi provide excellent 
psoriagenic foci in persons predis- 
posed to psoriasis. 


Report of a Case 


A 67-year-old black man came to the 
Hospital of the University of Pennsylva- 
nia in 1969, and at that time, he had scal- 
ing plaques of the elbows and scalp. These 
had been present for four years. Past medi- 
cal history was noncontributory. Family 
history disclosed no serious skin diseases, 
including psoriasis. 

Physical examination revealed typical 
psoriatic plaques on the elbows and scalp 
(the patient was partially bald) and dys- 
trophic pitted nails. In addition, numerous 
hyperpigmented papules, some of which 
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Fig 3.—Hyperpigmented papules on back. Note linear pattern of lesions; some of these are 
scaly. Large verrucose scaly lesion extends onto normal skin at midline. 


were verrucose, extended in a dermatomal 
distribution more or less symmetrically 
over the back and around to the anterior 
portion of the chest. The patient reported 
that these had been present since early 
childhood and recently had become prurit- 
ic. A diagnosis of systematized epidermal 
nevus was made. This was confirmed by 
microscopic examination of a biopsy speci- 
men of a lesion. The epidermis was hyper- 
plastic and associated with a complex pap- 
illomatosis. A loose orthokeratotic scale 
was present, the basal cell zone was intact 
and pigmented, and there was no signifi- 
cant inflammatory infiltrate (Fig 1). 

In several portions of the nevus, there 
were small lesions associated with a white 
scale. Scaling lesions involved verrucose 
portions of the nevus and extended onto 
the adjacent skin (Fig 2 and 3). Microscop- 
ic examination of tissue from the scaling 
lesions in the nevus revealed, in addition 
to epidermal hyperplasia and papillomato- 
sis, a dense parakeratotic scale with focal 
aggregations of polymorphonuclear leuko- 


706 Arch Dermatol/Vol 108, Nov 1973 


cytes. These cells were also present in the 
tips of the papillae and extended into the 
thinned suprapapillary portion of the rete. 
The papillary capillaries were dilated and 
the infiltrate of lymphocytes was largely 
confined to the papillary processes (Fig 4). 
Although not an absolute finding and of 
little aid in differentiation, the psoriatic 
changes in the nevus often included a 
thicker scale and greater surface irregu- 
larity than commonly displayed by typical 
psoriatic lesions. 

The patient was hospitalized and thera- 
py with anthralin and ultraviolet light 
was started. The typical psoriatic plaques 
improved while the patient received this 
therapy, whereas the verrucose lesions 
changed very little. Intralesionally admin- 
istered steroids also failed to bring about 
any significant change in the nevoid le- 
sions. We have followed up this patient 
over a subsequent two-year period and 
have observed the development of scaly 
lesions in sites within the previously unin- 
volved portions of the epidermal nevus. 








Fig 2.—Close-up view of scaly hyperpig- 
mented papules on back. Note scale involving 
all or some portion of papular lesions and ex- 
tending onto adjacent skin. 
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Fig 4.—Typical psoriasiform appearance of 
scaly verrucose papule of epidermal nevus. 
Note parakeratotic scale and polymorphonu- 
clear leukocytes at tip of papilla on right and 
presence of similar cells in adjacent rete and 
aggregated in stratum corneum (Munro ab- 
scess) (hematoxylin-eosin, original magnifica- 
tion x 100). 


Microscopic examination of biopsy speci- 
mens from these lesions has shown the 
typical microscopic findings associated 
with psoriasis within the areas of verru- 
cose epithelial hyperplasia. 


Comment 


Unna, in 1896, pointed out that the 
histologic picture of psoriasis might 
be seen in some epidermal nevi.? 
There is dispute as to whether this is 
a reaction pattern specifically associ- 
ated with epidermal nevi or repre- 
sents true psoriasis developing in an 
epidermal nevus. 
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Altman and Mehregan! reviewed 
25 patients who had inflammatory 
changes in epidermal nevi and sug- 
gested that the process be recognized 
as a distinct variety of linear nevus 
and designated as “inflammatory lin- 
ear verrucose epidermal nevus.” The 
histologic changes were described as 
resembling those of psoriasis or local- 
ized neurodermatitis. Psoriasis was 
frequently included in the differential 
clinical diagnosis submitted with 
their biopsy specimens. However, 
they considered the diagnosis of psori- 
asis unlikely in their patients on the 
basis of the early age of onset, the ab- 
sence of psoriasis elsewhere, the per- 
sistence of lesions, and the refractori- 
ness to treatment. 

There are isolated case reports of 
inflamed epidermal nevi in which the 
presence of psoriasis is difficult to 
disprove. Sugai et al? reported a case 
in which verrucose psoriatic changes 
developed in and were confined to the 
boundaries of a systematized epider- 
mal nevus. They suggested that the 
spontaneous appearance of psoriasis 
in the nevus indicated that the nevus 
provided a more fertile psoriagenic 
site than the common areas of pre- 
dilection. Such sites have a lowered 
threshold for the production of psoria- 
sis on the basis of Kóbner response 
(isomorphic phenomenon). They also 
suggested that the involvement of the 
nevus represents psoriasis on the ba- 
sis of a Kóbner response. By abrading 
both normal skin and skin involved 
by the epidermal nevus, Sugai et al 
were able ta induce the appearance of 
psoriatic lesions in both areas within 
a two-week period in their patient. 

Gethner! reported the case of a pa- 
tient who had linear psoriatic lesions 
who later developed typical lesions of 
psoriasis. Histologic examination 
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revealed changes consistent with pso- 
riasis in both the linear and typical 
psoriatic plaques. The suggestion was 
made that this patient had an epi- 
dermal nevus that was the initial site 
of involvement as the psoriasis devel- 
oped. Our patient had a widespread 
epidermal nevus, present since early 
childhood, that was asymptomatic 
until the development of pruritus in 
his early 60s. Prior to the appearance 
of the pruritus, but of recent onset, 
the patient developed typical lesions 
of psoriasis at characteristic loca- 
tions, including scalp involvement 
and dystrophic pitted nails. Subse- 
quent to the development of pruritus, 
verrucose scaling lesions developed 
in the area occupied by the systema- 
tized nevus. 

Biopsy specimens were available 
for review from the nevus prior to the 
development of psoriasis. These 
showed no evidence of inflammation 
and had been interpreted either as 
verruca or as seborrheic keratosis. 
This is a common misinterpretation 
and the changes were consistent with 
those of epidermal nevus. Additional 
biopsy specimens from the typical 
psoriatic lesions and from the scaling 
verrucose lesions, which had develop- 
ed in the nevus, revealed changes as- 
sociated with psoriasis. 

Although the présence of pruritus 
was not mentioned in the case report- 
ed by Sugai et al? it was a common 
occurrence in the cases reported by 
Altman and Mehregan,! was noted in 
the case of the patient reported by 
Gethner,* and was definitely recorded 
by our patient. If an inflammatory 
component is recognized as a valid 


criteria for establishing a distinct 


variety of epidermal nevus, the devel- 
opment of pruritus may well provide 


.the primary determinant. It is sug- 


gested that the pruritic epidermal. 
nevus may develop inflammatory 
reactions that in a patient with a 
neurodermatitic diathesis will resem- 
ble eczema or neurodermatitis and 
that in a patient with a psoriatic di- 
athesis may be difficult to distinguish 
from other psoriatic lesions. Indeed, 
the scratched nevus should provide 
an ideal example of a Kóbner reaction 
in a psoriatic patient. 

In none of the 25 cases of inflamma- 
tory linear epidermal nevi reported 
by Altman and Mehregan! was psori- 
asis evidenced on the skin except in 
the areas affected by the epidermal 
nevi. The possibility that this is a 
specific reaction pattern is not dis- 
proved. It appears that from the case 
of our patient and those reported by 
Gethner* and Sugai et al? the dermo- 
epidermal defect presented by epider- 
mal nevi is an excellent psoriagenic 
focus and provides a fertile site for 
the development of psoriatic lesions 
in a predisposed individual. Further- 
more, we emphasize that such lesions 
often appear verrucose and are most 
resistant to all modes of conventional 
therapy. Perhaps the preferential 
involvement of this congenital lesion 
by psoriasis may afford some clue to 
the defect leading to the development 
of psoriasis. . 


Dr. Bennett is a postdoctoral trainee under 
Public Health Service grant TI AM 05261. 


References 


1, Altman J, Mehregan AH: Inflammatory 
linear verrucose epidermal nevus. Arch Derma- 
tol 104:385-389, 1971. 

2. Unna PG: The Histopathology of the Diseas- 
es of the Skin. New York, Macmillan Co, 1896, p. 
1148. 

3. Sugai T, Shimotoge M, Saito T: Psoriasis 
and systematized epidermal nevus. Arch Derma- 
tol 102:656-664, 1970. 

4. Gethner PJ: Case for diagnosis, linear pso- 
riasis. Arch Dermatol 83:341-342, 1961. 


Systematized Epidermal Nevus/Bennett et al 707 


Generalized 


Perforating Granuloma Annulare 


Allan K. Izumi, MD, Honolulu 


A case of generalized perforating granu- 
loma annulare is presented in a 6-year- 
old girl. The clinical appearance of umbili- 
cated papules initially suggested a per- 
forating dermatosis. Two skin biopsy 
specimens demonstrated a necrobiotic 
palisading granulomadle in the midcorium 
and upper corium. Serial sections were 
required to demonstrate the perforation of 
necrobiotic material through the overlying 
epidermis. 


a annulare is usually 
readily recognized clinically, 
and confirmed histologically. Intrigu- 
ing facets of this disease include its 
rarer atypical clinical features (nod- 
ular, subcutaneous, and general- 
ized papular) and histopathologic 
relationship to necrobiosis lipoidica 
diabeticorum, rheumatoid nodules, 
and rheumatic fever nodules. Owens 
and Freeman! recently described an 
unusual localized, umbilicated, papu- 
lar variety of granuloma annulare 
histologically characterized by per- 
forating necrobiotic material through 
the overlying epidermis (perforating 
granuloma annulare). 
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Report of a Case 


A 6-year-old white girl had a four-year 
history of gradually progressive papular 
dermatosis predominantly involving the 
sun-exposed areas. These asymptomatic 
papules initially started on the extensor 
aspects of her arms and legs. Last sum- 
mer, she noted more lesions developing 
over her extremities, face, and neck. The 
family history is negative for skin diseases 
and diabetes mellitus. 

Examination.— Approximately 300 1- 
to 3-mm papular lesions were present 
mainly over the sun-exposed areas of the 
arms, legs, neck, and face (Fig 1). One 
third of these lesions were umbilicated 
(Fig 2). Rare lesions were noted on the 
trunk. 


Clinical Data 


Laboratory.— Results of urinaly- 
sis and the following values were 
normal: total serum cholesterol, lac- 
tic dehydrogenase, serum glutamic 
oxaloacetic transaminase, serum uric 
acid, fasting blood glucose, serum cal- 
cium, serum phosphate, serum blood 
urea nitrogen, total serum protein, 
serum albumin, serum alkaline phos- 
phatase, and total serum bilirubin. 
Except for a 796 to 996 eosinophilia, 
the blood cell count was unremarka- 
ble. 

Biopsy. — Two, 4-mm punch biopsy 
specimens of umbilicated papules 
were obtained, fixed in formaldehyde 
solution and stained with hematoxy- 
lin-eosin, PAS, acid Orcein-Giemsa, 
and Van Gieson. The histopathology 
was characterized by a necrobiotic, 









Fig 1.—Umbilicated papules (2 to 3 mm) over 
lower legs. 





Fig 2.—Close-up of 2-mm umbilicated pap- 
ule. 

palisading granuloma in the upper 
and middle corium. Examination of 
serial sections through both papules 
showed that the necrobiotic material 
impinged on and perforated through 
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ANA EA AETS oS 
Fig 3.—Central perforation of necrobiotic 
material through the epidermis. Necrobiotic 
palisading granuloma in the middle corium 
and upper corium (hematoxylin-eosin, original 
magnification x 40). 


the overlying acanthotic epidermis 
(Fig 3). The necrobiotic plug was 
PAS-positive and contained no elastic 
or collagen fibers. 

Course.—Trials with topically ap- 
plied liquid nitrogen and systemically 
administered vitamin A (200,000 
units/day for two months) were fruit- 
less. In the last three months, ap- 
proximately 50% to 60% of the lesions 
spontaneously remitted without any 
treatment. 


Comment 


Generalized granuloma annulare is 
an uncommon presentation of granu- 
loma annulare. Dickens? and Stank- 
ler? together reviewed the clinical, 
histologic, and therapeutic features 
of 73 cases of generalized granuloma 
annulare. Their combined reviews 
revealed a female predominance 
(2.5:1), bimodal distribution (usually 
appearing in the first and fourth 
through sixth decade), long duration 
(one month through 15 years with 
an average of three to four years), 
generalized distribution (although 
selected cases demonstrated  pre- 
dominance in sun-exposed areas), 
polymorphic appearance (papular, 
nodular, plaques), characteristic his- 
topathologic features of granuloma 
annulare, and recalcitrance to a 
variety of therapeutic endeavors. 
Isolated case reports of generalized 
granuloma annulare have empha- 
sized the occasional distribution in 
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sun-exposed areas*® response to 
chloroquin (Aralen) phosphate** and 
relationships to diabetes mellitus,’ 
thyroiditis, and insect bites.'® 

The clinical appearance of umbili- 
cated papules in our patient suggest- 
ed a perforating dermatosis, such 
as reactive perforating collagenosis, 
elastosis perforans serpiginosa, and 
perforating folliculitis. However, 
Owens and Freeman rec ntly added 
another perforating dermatosis to 
this list (perforating granuloma an- 
nulare)! They presented two pa- 
tients, a 22-year-old woman and an 
11-year-old girl, with localized umbil- 
icated papules, which were histologic- 
ally diagnosed as perforating granu- 
loma annulare. 

The main differential diagnosis 
was a perforating collagenosis. In 
contrast to perforating collagenosis, 
however, these lesions were clinically 
stable (lasting two to three years), 
and Koebner lesions were absent. The 
histology was characterized by a pali- 
sading granuloma, and the necrobiot- 
ic plug did not contain collagen fibers. 

A review of generalized granuloma 
annulare cases revealed that, al- 
though others had clinically de- 
scribed umbilicated or delled papules, 
histologic documentation for perfora- 
ting granuloma annulare was absent. 
Moyer!” presented three children 
(ages 3, 6, and 7) with generalized 
granuloma annulare with clinical 
features identical to our case, and 
emphasized that many of the pap- 
ules were umbilicated. Perkins'! and 
Coats" respectively presented one 4- 
and one 3'/2-year-old girl with gener- 
alized granuloma annulare and many 
umbilicated lesions. Unfortunately, 
their biopsy specimens did not reveal 
evidence for perforating granuloma 
annulare. We agree with Owens’ and 
Freeman's opinion that serial sec- 
tions are important to identify the 
perforating nature of this lesion. Per- 
haps serial sections of the umbilicat- 
ed lesions in the above cases would 
have revealed this feature. 

Although the series of reported 
cases of generalized granuloma annu- 
lare mentioning umbilicated lesions 


is small, it appears that children are 
more prone to these lesions than 
adults. 

The pathogenesis of generalized 
granuloma annulare is still a mys- 
tery. The role of ultraviolet light,** 
trauma, diabetes mellitus,’ thyroidi- 
tis,® and insect bites (Culicoides fur- 
ans)" are cited as precipitating fac- 
tors. However, attempts to reproduce 
these lesions with ultraviolet light^** 
and various forms of trauma (carbon 
dioxide, snow, and cantharides)? have 
been unsuccessful. The evidence that 
diabetes mellitus plays an underlying 
role is stronger," particularly with 
regards to the older patient popula- 
tion, but the majority of patients lack 
a personal or family history of diabe- 
tes mellitus. The pathogenic role of 
the gnat (C furans)'* is based largely 
on circumstantial evidence of three 
reported children with eosinophilia 
living in an endemic area. The fact 
that our patient has always lived in 
Hawaii, a state known never to have 
harbored this gnat, strongly miti- 
gates against this hypothesis. 
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New Therapy for 


Polymorphous Light Eruption 


James J. Nordlund, MD, New Haven, Conn; Sidney N. Klaus, MD, West Haven, Conn; 
Michelene M. Mathews-Roth, MD. Madhu A. Pathak, MD, Boston 


A patient suffering from polymorphous 
light eruption did not respond to conven- 
tional modes of therapy. Phototesting dem- 
onstrated that he was sensitive to light 
from 290 to 500 nm. The patient was 
treated with a combination of sulisoben- 
zone and g-carotene, with amelioration of 
the disease. 


medication that is to be effective 

for the treatment of photoder- 
matitis should absorb those wave- 
lengths of electromagnetic radiation 
that are responsible for inducing the 
eruption. Polymorphous light erup- 
tion (PMLE) can have a broad action 
spectrum that may extend from 290 
to 480 nm.'? The absorption spectrum 
of commercially available sun- 
screening agents is limited to 290 to 
350 nm; therefore, sun-screening 
agents may be of little value in the 
treatment of some patients with 
PMLE. Antimalarial drugs may be 





Accepted for publication July 10, 1973. 

From the Department of Dermatology, Yale 
University School of Medicine. New Haven, 
Conn (Dr. Nordlund); the Department of Medi- 
cine, Veterans Administration Hospital, West 
Haven, Conn (Dr. Klaus); the Channing Labora- 
tory, Thorndike Memorial Laboratory, Harvard 
Medical Unit, Department of Microbiology, Bos- 
ton City Hospital (Dr. Mathews-Roth); the de- 
partments of microbiology and molecular genet- 
ics (Dr. Mathews-Roth) and dermatology (Dr. 
Pathak), Harvard Medical School, Boston; and 
the Department of Dermatology, Massachusetts 
General Hospital, Boston (Dr. Pathak). 

Reprint requests to Department of Dermatolo- 
gy, Yale University School of Medicine, 333 
Cedar St, New Haven, CT 06510 (Dr. Nordlund). 


710 Arch Dermatol/Vol 108, Nov 1973 








ae 2 


Skin biopsy specimen of papular lesion from arm showing patchy, lymphocytic infiltrate in 
dermis. Biopsy findings are consistent with features of PMLE (hematoxylin-eosin, original magnifi- 


cation x 80). 


effective in those patients with PMLE 
for whom sun-screening agents are 
not effective, but they are potentially 
very toxic compounds. 

The orange pigment Jf-carotene, 
which is responsible for the color of 
carrots, can absorb electromagnetic 
radiation from 360 to 600 nm. Re- 
cently, it has been administered in 
high doses to patients with erythro- 
poietic protoporphyria who are sensi- 
tive to visible light (380 to 600 nm).5 
The patients have shown an amelio- 
ration of their photosensitivity with 
no adverse reactions.? 

In this paper, we present a report of 


a patient suffering from PMLE who 
did not benefit from topical applica- 
tion of sun-screening agents or orally 
administered hydroxychloroquine 
sulfate, but who was successfully 
treated with g-carotene in combina- 
tion with a topically applied sun- 
screening agent. 


Report of a Case 


The patient first noted a skin eruption 
during the summer of 1952 at the age of 
32. A 3-cm, red, pruritic, scaly patch devel- 
oped on his left cheek that dried, cracked, 
and bled. Application of salves and wet 
dressings recommended by his family phy- 
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sician produced clearing in three weeks. 

In the fall of 1953, the eruption re- 
curred, and he was admitted to a hospital 
for further examination and therapy. At 
the time of admission, all sun-exposed 
areas were noted to show an erythema- 
tous, papular eruption. Urticaria-like 
papules on his shoulders were thought to 
be the result of autosensitization. Contact 
dermatitis was implicated, and therapy 
with soaks, oxytetracycline hydrochloride, 
diphenhydramine hydrochloride, and oral- 
ly administered cortisone acetate was 
begun. When he was discharged 75 days 
later, his skin was nearly normal. 

He returned in July 1958, with an ecze- 
matous eruption localized to the sun-ex- 
posed areas. Exposure of the patient's leg 
to summer sunlight produced severe der- 
matitis. A lupus erythematosus prepara- 
tion and a Watson-Schwartz assay for por- 
phobilinogen were both negative. The 
patient was then considered to have photo- 
dermatitis. He was shielded from the sun 
within the hospital and was treated with 
topically applied hydrocortisone acetate. 
He improved rapidly and was discharged. 

Since then, the patient has had severe 
skin problems each summer that clear, for 
the most part, during the winter. He states 
that 10 to 15 minutes of direct exposure to 
summer sun produces an immediate burn- 
ing sensation, which is followed in 6 to 12 
hours by a severe, papulovesicular derma- 
titis. A similar sensation was noted when 
he was exposed to sun through window- 
panes or fluorescent lamps. 

In June 1969, he was given trial therapy 
with hydroxychloroquine sulfate, three 
tablets daily for three months. If anything, 
he became worse. Over the next year, 
there was no improvement even though he 
tried various combinations of open wet 
dressings; triamcinolone acetonide, 0.1% 
and 0.5%; and two sun-screening agents, 
5% p-aminobenzoic acid in 70% alcohol 
(PreSun) and 10% sulisobenzone (2-hy- 
droxy-4-methoxybenzophenone-5-sulfonic 
acid [Uval]). He was discharged from 
his employment because of his photo- 
sensitivity. 

In March 1971, the patient agreed to 
receive trial therapy with orally adminis- 
tered B-carotene and topically applied sul- 
isobenzone. On careful review of his histo- 
ry, he was unable to recall having used 
either topically applied photosensitizers or 
systemic phototoxins prior to the onset of 
his eruption. Physical examination 
showed an erythematous, papular erup- 
tion on his face and eczematization of his 
hands. On two occasions, determinations 
of urinary coproporphyrins, uroporphy- 
rins, and porphobilinogens were within 
normal limits. Red blood cell protopor- 
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Table 1.—Patient’s Reaction to 290- to 320-nm Xenon Arc Radiation Before 
B-Carotene and Sulisobenzone Therapy 


Exposure Time, Dose, 
Seconds 


Microwatts/sq cm 


. Response of Skin 
24 hr After Exposure 





7.5 1,250 


No response 





15 2,500 


Erythema (1+) 





30 5,000 


Erythema (2+) 





90 15,000 


Erythema (3+), edema 





20,000 





Erythema (3+), edema, papules 





30,000 


Erythema (3+), edema, papules, 
eczematous response 


Table 2.— Patient's Reaction to 290- to 320-nm Xenon Arc Radiation During 
B-Carotene Therapy 


Exposure Time, Dose, 
Seconds Microwatts/sq cm 


Application of 
Sulisobenzone 


Response of Skin 
24 hr After Exposure 





7:5 1,250 


No response 








15 2,500 


No response 





30 5,000 


Erythema (1+) 





120 20,000 








Erythema (2+) 





180 30,000 


Erythema (3+) 





180 30,000 


Erythema (2+) 





180 30,000 





phyrin, uroporphyrin, and coproporphyrin 
levels were also within normal limits as 
were the results of all standard hemato- 
logic, hepatic, and renal function tests. 
Several LE preparations, latex fixation 
tests, and antinuclear antibody tests were 
negative. Characteristics of a skin biopsy 


specimen were consistent with those of 


PMLE (Fig 1). 

The patient was phototested without the 
use of any photocontact reagent. The light 
source was a 150-w xenon arc that emits a 
continuous spectrum from 295 to 410 nm. 
The light was collimated by a quartz lens 
to produce a round, uniformly bright spot 
approximately 1 cm in diameter at an ex- 
posure distance of 10 cm. The energy out- 
put for the lamp (290 to 320 nm) was 166.6 
microwatts/sec/sq cm. The minimal ery- 
themal dose (MED) for light of 290 to 320 
nm was 2,500 microwatts/sq cm (Table 1). 
Normal MED for the testing laboratory is 
20,000 microwatts/sq cm. Higher doses 
of radiation produced edema and pap- 
ular dermatitis in addition to erythema 
(Table 1). 

The patient’s back also was exposed for 
15 minutes to xenon arc radiation filtered 
through a Corning filter (320 to 420 nm). 
Normal subjects develop a transient ery- 
thema that disappears within 15 minutes. 
This patient demonstrated an immediate 
transient erythema, but 24 hours after 
exposure, the radiated sites exhibited ery- 
thema (2+) accompanied by edema. He 
was considered very sensitive to long- 
wave ultraviolet light by the laboratory 
examiner. 


Placebo Erythema (3+) 


The patient’s back was similarly ex- 
posed to a tungsten-iodide lamp emitting 
mostly visible radiation (420 to 600 nm) 
for 30 minutes. The exposed areas devel- 
oped a marked erythematous reaction that 
persisted 24 hours. Normal patients usu- 
ally develop a slight transient erythema. 

The results of these three phototests 
confirm that the patient was exquisitely 
sensitive to electromagnetic radiation 
from the sunburn spectrum (290 to 320 
nm) through visible light. 

In June 1971, therapy with 180 mg of 8- 
carotene daily in combination with fre- 
quent topical applications of sulisobenzone 
was started. During the next four weeks, 
his plasma carotene level rose from a base 
line value of 204g to 1,8004g/100 ml and 
he was visibly carotenemic. Serum vita- 
min A levels remained normal. By late 
July 1971, the sun-exposed skin was nor- 
mal in appearance, except for mild licheni- 
fication of the dorsum of his hands; the 
patient was spending up to two hours in 
the direct noon sunlight and had no ill 
effects. He was able to tolerate fluorescent 
light and could participate freely in most 
daytime and evening activities, provided 
he was not exposed to more than two hours 
of direct sunlight. 

Attempts to extend his tolerance of di- 
rect sunlight beyond two hours have not 
been successful. Without the topical appli- 
cation of sulisobenzone, he rapidly devel- 
ops an eczematous eruption. Sweating rap- 
idly washes off the sulisobenzone and 
permits small patches of erythema to reap- 
pear. These heal quickly with topically 
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administered steroids. His only complaint 
is the necessity for repeated applications 
of the sun-screening agent. Periodic evalu- 
ation of hepatic, renal, and hematologic 
function show no evidence of toxicity. 

The patient was retested while taking £- 
carotene. Without the application of suli- 
sobenzone, his MED for light of 290 to 320 
nm was 5,000 microwatts/sq cm. Papules, 
edema, or eczematization were not ob- 
served even at the highest exposure dose 
(Table 2). Application of sulisobenzone 
further decreased the intensity of the ery- 
thema. Reexposure of the patient's skin to 
a filtered xenon arc (820 to 420 nm) with- 
out application of sulisobenzone produced 
erythema (1+) without edema at 24 hours. 
Topically applied sulisobenzone cleared 
the erythema altogether. These repeat 
phototests confirmed the clinical impres- 
sion that the B-carotene-sulisobenzone 
therapy had decreased the patient's sensi- 
tivity to electromagnetic radiation. 

All therapy was stopped temporarily for 
three months. Results of a third phototest- 
ing at the end of this time proved the same 
as those noted prior to therapy. The pa- 
tient is currently doing well on a regimen 
of 120 mg of £-carotene and topically ap- 
plied sulisobenzone. 


Comment 


Prior to initiation of f-carotene 
therapy, the patient had been given 
several trials of topically applied sun- 
screening agents. Sulisobenzone has 
the broadest absorption spectrum of 
the commercially available sun- 
screening agents (290 to 350 nm).$ 
Because the patient's photosensitiv- 


ity extended from 290 to 500 nm, the 
sulisobenzone provided inadequate 
protection. The B-carotene alone was 
unable to completely prevent the pho- 
todermatitis when the patient was 
exposed to direct sunlight or labora- 
tory radiation. 

The significance of this report rests 
on two points. First, carotenes have 
an excellent protective effect for pa- 
tients who have erythropoietic proto- 
porphyria, although their mechanism 
of action is unknown.’ Our patient's 
improvement with the therapy out- 
lined suggests that carotenes may be 
useful in treating patients with dis- 
eases other than erythropoietic proto- 
porphyria who manifest a sensitivity 
to light in the 360- to 600-nm range. 
Second, it is known that ultraviolet 
light in the 360- 420-nm range can 


potentiate the erythrogenic effects of ` 


shorter ultraviolet (290 to 320 nm), 
the sunburn spectrum.'? It may be 
that B-carotene might protect against 
this potentiating effect. 

A previous report notes a similar 
beneficial response of patients with 
PMLE to therapy with f-carotene 
alone, but no mention was made of 
the specific action spectrum.? Our 
patient was known to be sensitive to 
ultraviolet radiation, 290 nm, 
through visible light and required the 
combination of topically applied sun- 
Screening agents and carotene for 
optimal therapeutic benefit. 


This study, was supported by grant 5 ROI 
CA04679 from the Public Health Service and by 
the Dermatology Foundation Fellowship grant. 


Nonproprietary Names and 
Trademarks of Drugs 


Sulisobenzone — Uval. 

Triamcinolone acetonide— Aristocort Topi- 
cal Cream, Aristocort Topical Ointment, . 
Aristoderm, Kenalog. 
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Elastosis Perforans Serpiginosa 


Elastosis perforans serpiginosa (EPS) 
developed in three patients with Wilson 
disease who underwent prolonged treat- 
ment with penicillamine. The patients' clin- 
ical courses and histopathological findings 
were identical to those of EPS, as de- 
scribed in the literature. Because EPS has 
not been reported to occur in untreated 
patients with Wilson disease, penicillamine 
appears to be the causative factor. The le- 
sions may represent a direct interaction of 
penicillamine with elastin, or they may be 
the indirect effect of a local copper defi- 
ciency. 

lastosis perforans  serpiginosa 

(EPS) is an eruption character- 
ized by an annular pattern of ery- 
thematous, keratotic papules in 
which epithelial tracts surround elas- 
tin within the dermis.! The disease, 
first recognized by Lutz? and 
Miescher? in the mid-1950s, is rare, 
but occurs frequently in association 
with inherited defects in connective 
tissue, such as peseudoxanthoma elas- 
ticum, osteogenesis imperfecta, Eh- 
lers-Danlos syndrome, and Marfan 
syndrome.* 

Penicillamine is used to treat pa- 
tients with Wilson disease. This drug 
increases the urinary excretion of 
copper, as a copper-penicillamine 
complex; removes the toxic effects of 
this metal; and usually brings about 
dramatic clinical improvement.59 
Treatment witk penicillamine may 
be accompanied by a variety of unto- 
ward skin changes including allergic 
eruptions®; desquamation$; hemor- 
rhagic or pemphigus-like bullae"; 
friability, discoloration, and the for- 
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During Penicillamine Therapy 


for Wilson Disease 


Franklin Pass, MD; Sidney Goldfischer, MD; 


Irmin Sternlieb, MD: I. Herbert Scheinberg, MD, New York 


mation of epidermal inclusion cysts; 
cutis hyperelastica!5 chilosis; glos- 
sitis; stomatitis*.-:2; and vulvar ul- 
cerations. A patient treated with 
penicillamine for Wilson disease, in 
whom EPS developed, has been de- 
scribed in a recent report. We de- 
Scribe three more patients in whom 
the same lesion appeared after years 
of penicillamine therapy. 


Report of Cases 


Case 1. —In 1968, when he was 21 years 
old, this patient was first noted to have 
EPS adjacent to the right antecubital fos- 
sa. Over the subsequent four years, new 
lesions continued to develop and old ones 
increased in size. 

The patient was the son of unrelated Ir- 
ish and Hungarian parents. He began to 
suffer from progressive rigidity, drooling, 
dysarthria, and behavioral disturbances 
at the age of 11. There were no important 
clinical signs of hepatic disorder; Kayser- 
Fleischer rings were prominent. When the 
diagnosis of Wilson disease was made in 
1960, treatment with a dosage of 1 to 2 
gm/day of penicillamine and a low-copper 
diet was begun. At first his condition dete- 
riorated to almost complete incapacita- 
tion, but with continued penicillamine 
administration, aided by orthopedic sur- 
gery for his equinovarus feet, there was 
marked improverrent. 

At present, slightly slurred speech and 
some rigidity of kis upper extremities are 
the only residual manifestations of Wilson 
disease; his Kayser-Fleischer rings have 
disappeared. He-takes 1 gm of penicillam- 
ine daily, with pyridoxine and multivi- 
tamins. 

Physical examination showed multiple 
pink papules, 2 to 4 mm in diameter, ar- 
rayed in arcuate patterns on the neck 
and near the axillae and the antecubital 
fossae; the papules had yellow, keratotic 
centers (Fig 1). The skin within each arc 
was yellow and wrinkled; the skin outside 
the lesions appeared normal. 

Case 2. — In 1972, when the patient was 
31 years old, he was noted to have an ar- 
cuate lesion, 7 em across, located at the 
back of the neck. He had observed the 


gradual evolution of the annular lesion 
from a single, small nodule. He com- 
plained of mild burning and itching. 

The patient was the son of unrelated 
parents of Polish descent. In 1960 the di- 
agnosis of Wilson disease was made be- 
cause he had progressive tremors, rigidity, 
incoordination, and Kayser-Fleischer 
rings. Marked hepatic dysfunction was 
never noted, although cirrhosis was pres- 
ent in a liver biopsy specimen. He was 
treated like the first patient, though sur- 
gery was not needed. Nephrocalcinosis, 
with little effect on renal function, was 


_ seen in x-ray films several years after the 


therapy was started." Rapid, dramatic 
improvement and slow disappearance of 
his Kayser-Fleischer rings followed the 
institution of therapy. 

He has required only 1 gm of penicillam- 
ine daily for the past 27/2 years, and except 
for EPS, no other physical abnormality is 
present. : 

Physical examination showed that the 
lesion (Fig 2), composed of discrete papules 
with delled keratotic centers, surrounded 
skin which was normal in appearance. 

CasE 3. — A 19-year-old man (patient 7 
in Sternlieb and Scheinberg'*) had EPS 
lesions, which first appeared in 1972. He 
had unrelated French and Scandinavian 
parents and a sibling with Wilson disease. 

When he was 1¥2 years old, asympto- 
matic Wilson disease had been diagnosed 
on the basis of the family history, the vir- 
tual absence of ceruloplasmin in the se- 
rum, and an hepatic copper concentration 
20 times the normal value. He was treated 
first with carboxylic cation-exchange resin 
until 1956, then with penicillamine. 

Since 1961, he has been taking 1 gm/day 
of penicillamine together with pyridoxine, 
and although he has not adhered strictly 
to this regimen, he has remained asympto- 
matic. In a recent liver biopsy, however, 
micronodular cirrhosis and a copper con- 
tent higher than that observed six years 
previously were noted. 

Physical examination showed that three 
annular lesions, 1 to 3 cm in diameter, 
were present on the neck. Each lesion was 
composed of a number of firm, erythema- 
tous papules, with a central crust; the arc 
surrounded normal skin. 
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Fig 1.—Discrete and confluent papules near 
axillary vault (case 1). 


Histopathologic Findings 


Skin biopsy specimens obtained 
from all three patients were almost 
identical in appearance. Individual 
papules were composed of irregular- 
ly-thickened epidermis overlying 
areas of inflammation associated 
with increased dermal elastin. The 
epidermis showed hyperkeratosis, 
acanthosis, and elongated rete ridges. 
In some areas, it was disrupted by 
channels which penetrated from the 
dermis to the skin’s surface. Within 
the channels and the papillary dermis, 
there was an inflammatory infiltrate 
composed mainly of polymorphonu- 
clear leukocytes and histiocytes (Fig 
3). This infiltrate was admixed with 
short, broad fibers which stained 
bright red with eosin and black with 
Verhoeff elastin stain. The basal por- 
tion of many rete ridges was disrupt- 
ed and the basal cells were replaced 
by inflammatory cells and fragmented 
elastin (Fig 4). 

The elastin fibers in the mid- 
dermis appeared to be increased in 
number as well as morphologically 
abnormal. Individual fibers were 
vesiculated and continuous with 
granular debris having similar stain- 
ing characteristics. Multinucleated 
giant cells were prominent and oc- 
casionally enveloped the vesicular 
fibers and debris (Fig 5). 


Comment 


In these penicillamine-treated pa- 
tients, the clinical picture of EPS— 
papules with keratotic centers, ar- 
ranged in an arcuate configuration — 
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Fig 2. — Raised, delled papules coalesced to 
form a large arcuate lesion on back of neck 
(case 2). 





i Sha 
E T NAE 2x 

Fig 3. — Epidermal channel containing black- 
stained elastin fibers and inflammatory cells 
(Verhoeff elastin stain, original magnification 
x 50). 


Fig 4.— Disruption of basal portion of rete ridge by an admixture of elastin and inflammatory cells 


(hematoxylin-eosin, original magnification x 200). 


is identical to that described in the 
literature.'? The lesions may enlarge 
centrifugally and new ones may ap- 
pear. Patients complain only of slight 
itching and discomfort, seeking relief 
principally for cosmetic reasons. 

In all three patients, the histologic 
findings were consistent with the 
diagnosis of EPS': abnormally large 
amounts of fibrillar material, fulfill- 
ing the histochemical criteria for 
elastin, were present in the dermis, 
and an inflammatory infiltrate was 
present in the epithelial tracts. 

Elastosis  perforans  serpiginosa 
probably represents another derma- 
tological reaction to penicillamine 





since it has only been noted in those 
patients with Wilson disease who 
have been treated with this drug. The 
lesions may represent a direct inter- 
action of penicillamine with elastin 
or may be an indirect effect of copper 
deficiency in local areas. Thus, in one 
study, the addition of penicillamine 
to tissue cultures of embryonic-chick 
aortas inhibited the incorporation of 
lysine tagged with carbon 14 in des- 
mosine and isodesmosine of elastin, 
thereby reducing the normal amount 
of cross-linking in this protein.!5 Al- 
though in these experiments it was 
not clear whether penicillamine pro- 
duced this effect by inducing copper 
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Fig 5.—Left, Giant cells and elastin fibers in mid-dermis (hematoxylin- 
eosin, original magnification x 250). Center, Vesiculated elastin fiber in 
mid-dermis (hematoxylin-eosin, original magnification x 500). Right, Mul- 


deficiency, in a number of other 
studies, experimentally-induced cop- 
per deficiency has produced abnor- 
malities in the elastin: a decrease in 
the amount of mature, cross-linked 
elastin'^5; an increase in tropoelas- 
tin'*?*: an increased number of inter- 
mediate aldehyde groups thought to 
be involved in cross-links!*!*?!?; and 
the formation of elastin which ap- 
pears functionally??* or structural- 
1y?*?» abnormal. 

It may seem paradoxical that even 
local copper deficiency could be the 
cause of EPS in patients with Wil- 
son disease which is, after all, chronic 
copper toxicity. Yet, diminished taste 
acuity, well-established as a symp- 
tom of apparently local copper de- 
ficiency, was noted by one patient 
with Wilson disease treated with pen- 
icillamine.5 The concentration of 
copper in the serum of each of our 
three patients decreased appreciably 
during treatment with penicillamine; 
furthermore Kayser-Fleischer rings, 
which are deposits of copper in cor- 
neal tissue, disappear in most pa- 
tients with Wilson disease treated 
with penicillamine. These findings 
constitute evidence that specific pools 
of copper may be depleted by this 
therapy. We suggest, therefore, that 
penicillamine may induce EPS by 
producing changes in elastin, either 
by causing a local copper deficiency in 
the dermis or by reacting directly 
with the elastin. 


Arch Dermatol/Vol 108, Nov 1973 


This investigation was supported in part by 
Public Health Service grant AM 01059 from the 
National Institute of Arthritis, Metabolism, and 
Digestive Diseases and by grant 5 MO1 RR50 
from the General Clinical Research Center. 


Nonproprietary Name and 
Trademarks of Drug 


Penicillamine — Cuprimine. 
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Erythema Nodosum 
and Serological Lupus 


Erythematosus 


Simultaneous Occurrence in a Patient 


Using Oral Contraceptives 


Peter M. Elias, MD, Boston 


A young woman simultaneously devel- 
oped erythema nodosum (EN) and serologi- 
cal signs of lupus erythematosus (LE) while 
taking an oral contraceptive. Both the EN 
and LE disappeared following cessation of 
medication, then recrudesced with reinsti- 
tution of therapy. Substitution of an anovu- 
latory preparation, which differed from the 
original by only a single methyl group on 
the estrogen moiety, resulted in a marked 
diminution of the clinical signs of EN and a 
virtual disappearance of serological abnor- 
malities. In vivo skin tests and in vitro lym- 
phocyte-transformation studies utilizing 
the constituent hormones in the drug did 
not produce evidence of cellular hypersen- 
sitivity. In the absence of demonstrable 
hypersensitivity, the association of EN and 
LE indicates that immune complex may 
contribute to.the pathogenesis of EN. 


A abundant variety of vascular 
and neurological side-effects - 
have been attributed to oral contra- 
ceptives. In addition, several types of 
hypersensitivity phenomena includ- 
ing photodermatitis; lupus erythe- 
matosus (LE) syndrome,?* and rheu- 
matoid arthritis? have been linked to 
anovulatory agents, but the eticlog- 
ical significance of these observations 
is still open to debate. Erythema 
nodosum (EN) is also an infrequently 
described side-effect of oral contracep- 
tives.-!? The recent occurrence of EN 
in association with LE-like serologi- 
cal abnormalities in a patient taking 
anovulatory drugs prompted this re- 
port. Both the EN and the serological 
abnormalities promptly disappeered 
following cessation of contraceptive 
therapy, then reappeared in atten- 
uated form following reinstitution of 
therapy with a preparation contain- 
ing a different estrogen. This case is 
of interest because it may afford in- 
sight into the pathogenesis of EN. 
The apparent link of EN to the estro- 
gen moiety of the contraceptive 
agents and the rare association of LE 
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and EN are other interesting aspects 
of this case. 


Report of a Case 


A 23-year-old, previously healthy wom- 
an had increasingly painful lumps of four 
weeks’ duration on her shins (Fig 1). There 
was no prior history of upper respiratory 
illness, diarrhea, streptococcal infection, 
tuberculosis, sarcoidosis, rheumatic di- 
seases, venereal disease, fungal infection, 
or inflammatory bowel disease. The pa- 
tient had been taking Demulen, an oral 
contraceptive containing 0.05 mg of ethi- 
nyl estradiol and 1.0 mg of ethynodiol di- 
acetate, for the preceeding six months (Fig 
2); she had been taking no other medica- 
tions during this time. Family history, 
past medical history, and review of sys- 
tems were otherwise unremarkable. 

The only abnormality found during 
physical examination was on the skin: 
numerous, extraordinarily tender, red to 
purplish, subcutaneous nodules were pres- 
ent on the anterior aspect of both legs 
(Fig 1). Laboratory studies showed a cor- 
rected erythrocyte sedimentation rate of 
42. Values for the following laboratory 
studies were within normal limits: com- 
plete blood cell count, Hinton flocculation 
test for syphilis, antistreptolysin titer, 
heterophile titer, urinalysis, Addis count, 
serum proteins, rheumatoid factor, anti- 
thyroid antibodies, and C-reactive protein. 
Results of serum immunoelectrophoresis 
were normal. Normal flora grew from a 
throat culture. All skin tests including 
intermediate strength purified protein 
derivative, coccidioidin, histoplasmin, and 
blastomycin were nonreactive. 

Initially, antinuclear antibodies showed 
positive homogeneous and peripheral nu- 
clear fluorescence at a titer of 1:10, and 
circulating LE cells were identified. The 
serum complement (C’ 3) level was 118 
mg/100 ml (normal range: 137+26 
mg/100 ml). Histopathological sections 
that were consistent with EN showed a 
septal infiltrate containing lymphocytes, 
histiocytes, foreign-body giant cells, and 
minimal adipose tissue necrosis. 

Because of the possible relationship of 
the anovulatory drugs to the patient’s EN 
and LE phenomena, oral contraceptives 
were stopped. Rapid detumescence of the 
skin nodules occurred within a few days, 
and the lesions did not recur. After one 
month, the results of the laboratory 
studies had largely reverted to normal: the 
sedimentation rate was 22, the test for 
antinuclear antibodies was negative, LE 
cell preparations were negative, and the 
serum complement had increased to 158 
mg/100 ml. 
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Fig 1. — Nodose lesions on legs of patient dur- 


ing initial episode. 
OH OH 
CH CH 
Hee é pk oxo 
HO CH4O 


Fig 2.—Comparative chemical structure of 
two estrogenic moieties contained in Demulen 
(at left) and Ovulen (at right). Note that methy- 
lation of 3-hydroxyl group is only difference 
between two compounds. 


At this time, therapy was reinstituted 
with Ovulen, an oral contraceptive con- 
taining the identical dose and type of pro- 
gestin as the original preparation but an 
estrogen differing from the one in Demu- 
len only by the addition of a methyl group 
to the ethinyl estradiol molecule to form 
mestranol (Fig 2). Since most immunolog- 
ic phenomena following anovulatory 
therapy have been attributed to estrogens 
rather than progestins,’ it was hoped that 
changing the estrogen alone might allevi- 
ate most, if not all, of the abnormalities 
and allow the patient to continue using 
oral contraceptives. 

While taking this preparation, the pa- 
tient experienced cyclic recrudescences of 
nodose lesions during two successive men- 
strual cycles, with involution of nodules 
between cycles. However, the nodose le- 
sions were far fewer in number and less 
symptomatic than with the original drug. 
Antinuclear antibodies were detectable 
again, but the titer of 1:2 was considered 
to be within normal limits, and repeated 
LE cell preparations were negative. After 
two cycles all therapy with anovulatory 





agents was stopped, and during the past 
ten months, no new nodose lesions have 
appeared and serological abnormalities 
have disappeared. 


Experimental Studies 


In an attempt to determine wheth- 
er hypersensitivity to hormones 
played a role in the pathogenesis of 
EN in this patient and to identify ei- 
ther the estrogen or progestin as the 
provocative agent, several prelimi- 
nary in vivo and in vitro experiments 
were performed. A skin test was per- 
formed using O.1-ml intradermal 
injections of ethinyl estradiol and 
ethynodiol diacetate (50ug/ml and 
500ug/ml) in dimethyl sulfoxide 
(DMSO), as well as DMSO alone. No 
delayed skin reaction was observed. 
Controls included a positive mumps 
reaction and a negative skin test to 
physiological saline solution. 

Lymphocyte transformation exper- 
iments were performed utilizing 
50ug/ml of the two hormones dis- 
solved in 396 DMSO in minimal es- 
sential media (MEM) supplemented 
with 1096 autologous plasma against 
approximately 5X 105 lymphocytes. 
Some difficulties were encountered in 
attempting to maintain the hormones 
in solution, despite earlier claims of 
success in utilizing this system.'^ The 
details of the lymphocyte culture 
techniques have been published else- 
where.'? Control cultures were either 
unstimulated, stimulated with 3% 
DMSO alone, or stimulated with 
1.0ug/ml phytohemagglutinin. Alter- 
nate cultures were labelled first on 
the fourth and then on the seventh 
day with 1 microcurie/ml thymidine- 
methyl-H? (specific activity 25 cur- 
ies/mM) four hours prior to harvest- 
ing; incorporation into DNA was 
measured as previously described.'* 

The results of two separate experi- 
ments can be summarized as follows: 
Both hormone-stimulated cultures 
and DMSO-treated cultures showed a 
similar twofold to fourfold increase in 
incorporation over that of unstimu- 
lated controls, suggesting either that 
this test system may only have been 
measuring nonspecific toxicity of the 
solvent or that the steroids utilized 
were too insoluble to induce transfor- 
mation at the concentrations utilized. 
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Phytohemagglutinin-stimulated cul- 
tures incorporated tritiated thymi- 
dine at levels 50 to 60 times greater 
than both hormone-stimulated and 
vehicle-treated cultures. 


Comment 


This case links two previously un- 
associated immunological sequelae of 
oral contraceptives: erythema nodos- 
um and serological lupus erythemato- 
sus, with simultaneous remissions 
and exacerbations of both EN and LE 
clearly related to cessation and rein- 
stitution of anovulatory drugs. 

Clinically and histologically, ery- 
thema nodosum represents a remark- 
ably uniform response to a variety of 
antigenic stimuli. Similarities to both 
delayed hypersensitivity and allergic 
cutaneous angiitis have been noted in 
previous studies, but the histopatho- 
logic findings of EN suggest neither 
delayed hypersensitivity nor a classi- 
cal leukocytoclastic angiitis.^ Re- 
sults of immunofluorescent (IF) 
studies in EN are reportedly nega- 
tive.! However, negative results may 
reflect failure to biopsy the lesion 
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sufficiently early, or the relative in- 
sensitivity of the IF technique in 
some cases of cutaneous angiitis. The 
majority, if not all, of the protean 
manifestations of LE are presumed to 
be due to an immune complex-me- 
diated angiitis.^'? It is possible, 
therefore, that a similar immune 
complex mechanism could have been 
responsible for the simultaneous 
expressions of EN and LE in this pa- 
tient. Furthermore, we were unable 
to find evidence of delayed hypersen- 
sitivity to synthetic hormones in this 
patient by either in vivo or in vitro 
investigations. 
Contraceptive-related immunolog- 
ic reactions, such as EN,*"? are usu- 
ally attributed to hypersensitivity to 
constituent hormones. Disagreement 
centers about the relative roles of es- 
trogens and progestins in causing 
EN. Previous case reports have pri- 
marily implicated progestins,? while 
in vitro studies have suggested that 
estrogens are primarily responsi- 
ble,!?! an interpretation more in ac- 
cord with the pathogenesis of other 
immunologic sequelae of anovulatory 
agents. The diminution in clinical 
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signs of the disease, observed after 
change of estrogen alone, may indi- 
cate that the estrogen was the cause 
of illness in this patient. On the other 
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Letters to the Editor 


The intent of the Letters section 
is not only to remark about previous- 
ly published manuscripts, but also to 
offer a new observation, a new tech- 
nique, or to describe an interesting 
patient. An attempt is made to pub- 
lish most letters that are received 
without subjecting them to multiple 
critical reviews, and proved scientific 
validity is not a prerequisite factor. 
— Eps. 


Keratoacanthoma Treated with 
Methotrexate 


To the Editor.—Isolated keratoa- 
canthomas can be very destructive 
before involution finally occurs. The 
problem of treatment and possible 
malignancy presents itself in such 
instances when the lesion does not 
regress, as most keratoacanthomas 
do. In two cases, isolated destructive 
keratoacanthomas on the nose re- 
sponded rapidly to treatment with 
methotrexate. 


Report of Cases 


Case 1.— A 69-year-old man had a typi- 
cal keratoacanthoma involving the right 
side of the nose and extending on to the 
mucous membranes (Fig 1). The lesion 
appeared about April or May 1972 and 
was noted during a routine office visit re- 
garding follow-up of several previously- 
treated areas of skin cancer on the face. 

When seen initially in June 1972 
(approximately one month after onset), 
the lesion was 10 mm in size; a biopsy 
specimen was taken. On two subsequent 
occasions, biopsies were performed to rule 
out the presence of a malignant tumor. All 
three cutaneous biopsy specimens showed 
changes characteristic of a keratoacan- 
thoma; but microscopically, the last speci- 
men showed more atypical changes, with 
squamous proliferation, as compared to 
the first specimen. 

Initial treatment consisted of moderate 
cauterization and curettage. The lesion 
recurred and continued to enlarge and 
destroy areas of the nose including the 
nasal septa. In July 1972 (2 months after 
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onset), the affected area was treated with 
x-ray radiation for a total of 5,000 roent- 
gens in fractionated doses. This produced 
no change, and the lesion continued to 
enlarge. It was subsequently treated with 
moderately intense cryosurgery that re- 
moved the rolled edges, but the results 
were only temporary and the lesion re- 
curred in a large area. 

In November 1972 (six months after 
onset), treatment was started with intra- 
muscular injections of methotrexate in a 
dosage of 25 mg/week. Within three to five 
days after taking the initial dose, the pa- 
tient noticed that the discomfort and 
swelling in the area had decreased for the 
first time since onset. At the end of one 
week, there was clinical improvement, 
and at the end of three weeks, the lesion 
was almost healed. Figure 2 shows the le- 
sion six weeks after methotrexate therapy 
was initiated. Weekly injections of the 
drug were given for a period of eight 
weeks. The area has healed completely, 
with no evidence of recurrence. There is 
residual scarring and destruction of part of 
the nasal septum. 

CAsE 2-—A 48-year-old woman had a 


rapidly enlarging lesion of about four — 


weeks duration on the right lower portion 
of the nose (Fig 3). A biopsy specimen was 





Fig. 1.—Keratoacanthoma before methotrex- 
ate treatment (case 1). 


Fig 2.—Six weeks after methotrexate treat- 
ment (case 1). 











Fig 3.—Keratoacanthoma before methotrex- 
ate treatment (case 2). 


treatment 


Fig 4.—After methotrexate 


(case 2). 





taken, and the lesion was cauterized. The 
pathologic findings showed that it was a 
keratoacanthoma. As in the previous case, 
the lesion tended to recur, involving larger 
areas and producing local tissue destruc- 
tion. Because of the success in case 1, the 
patient was given similar treatment, with 
intermuscular injections of 25 mg of meth- 
otrexate every week for five consecutive 
weeks. The growth regressed rapidly 
following the first injection of methotrex- 
ate, and within three to four weeks, the 
area was almost completely healed and 
clinically free of tumor (Fig 4). 


Comment 


It is of interest that in two similar 
cases, destructive keratoacanthomas 
on the nose extended to involve the 
mucous membranes and continued to 
grow in spite of reasonably vigorous 
therapy (especially in the first in- 
stance), but responded rapidly to 
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treatment with methotrexate. Multi- 
ple keratoacanthomas have been re- 
ported to respond to methotrexate 
treatment.' Basal or squamous cell 
carcinomas are sometimes associated 
with keratoacanthomas; although it 
is possible that what was thought to 
be keratoacanthomas were actually 
carcinomas.? Furthermore, there has 
been a report of a case where keratoa- 
canthomas were associated with both 
a basal cell and a squamous cell carci- 
noma and in which methotrexate was 
used to treat the initial growth that 
was believed to be a keratoacan- 
thoma.* Topically applied methotrex- 
ate has been used expérimentally in 
the treatment of keratoacanthoma- 
like growths in rabbits.* 

Apparently, there is a possibility 
that these lesions can become malig- 
nant; certainly, they can be very de- 
structive locally, particularly those 
on the face.* In both of our cases, the 
lesions were rapidly destructive local- 
ly, but the clinical and microscopic 
evidence showed they were keratoa- 
canthomas. There was no microscopic 
evidence that these were squamous 
cell carcinomas. They both responded 
and healed completely as a result 
of the treatment, and to this date 
there has been no evidence of re- 
currence. 

The purpose of this report is to 
point out that treatment with metho- 
trexate injections may have ad- 
vantages over repeated surgical or 
radiation modalities for recurrent, 
resistant, or destructive keratoacan- 
thomas. 

JOHN L. KESTEL, Jr., MD 
D. SHELTON BLAIR, MD 
Texas 
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Glycogen Turnover in Epidermis 


To the Editor. — A recent publica- 
tion by Halprin et al! aided the under- 
standing of epidermal glycogen me- 
tabolism. Space limitations preclude 
the rigorous discussion of rationale 
that this report deserves, but several 
points require clarification. 

Adenosine-3', 5'-cyclic monophos- 
phoric acid (cyclic AMP) and theo- 
phylline were mentioned in the 
"Material and Methods," section, but 
there is no further reference to their 
use. The source of a a-glucosidase was 
not reported; as we noted recently,” 
purified enzyme is available from 
Boehringer Mannheim Corp (No. 
15043 EAAU). In our hands, there is 
no need to augment this preparation 
with a-amylase to obtain quantita- 
tive glycogen hydrolysis. The refer- 
ence to Huijing? for glycogen assay 
details applies only to the glucosidase 
incubation step, since he detected glu- 
cose with glucose oxidase, and Hal- 
prin et al employed a fluorometric 
hexokinase-based assay. 

The comment that 0.2-mm kera- 
tome slices of normal and psoriatic 
skin contained about 85% epidermis 
is at odds with the known thickness of 
normal and psoriatic epidermis. This 
was examined in detail by Voorhees 
et al,* who stressed the need for histo- 
logic monitoring. They demonstrated 
that slices of normal epidermis could 
be obtained with minimum dermal 
contamination with a keratome set- 
ting of 0.1 mm. On the other hand, 
psoriatic tissue required settings 
from 0.25 to 0.50 mm to provide speci- 
mens that contained all the germina- 
tive cells and were relatively free of 
dermis. It therefore seems apparent 
that specimens collected from psoriat- 
ic plaques with an invariant setting 
of 0.2 mm would contain few germi- 
native cells. Since enzyme activities 
are concentrated in these very active 
cells, experimental data obtained 
from shallow epidermal slices may 
have little relevance to the psoriatic 
state. This conclusion is consistent 
with the authors' anomalous observa- 
tion that although glycogen levels in 
psoriatic skin were several times 
higher than normal, the in vitro ca- 
pacity to incorporate glucose into gly- 
cogen was not elevated. (Excess gly- 
cogen in the upper epidermis may be 
accounted for by accelerated synthe- 
sis in the germinative layers and by 
transit of these cells toward the sur- 
face at so rapid a pace that glycogen 


stores are not depleted.) 

The fact that the authors are now 
considering expressing enzyme activ- 
ities and metabolite levels on the ba- 
sis of parameters other than tissue 
wet weight is noteworthy. It is espe- 
cially gratifying that the work of 
Rippa and Vignali? was cited in sup- 
port of the utility of expressing en- 
zyme activities in terms of soluble 
protein, an example we coincidental- 
ly employed earlier.? 

The value listed for normal epider- 
mal glycogen content, 105 ug/mg pro- 
tein (Table 1), appears to be an error. 

The experiment (Fig 4) relating 
percent I-synthetase activity to the 
effect of glycogen on the enzyme 
(phosphatase), catalyzing the conver- 


. sion of D- to I-form, is difficult to in- 


terpret because of lack of experimen- 
tal detail. We were able to extract 
some information when we recog- 
nized that, except for an inexplicable 
change in scale of the vertical axes, 
Fig 4 appears to be identical to Fig 2 
of an earlier report. The latter com- 
munication provided details of exper- 
imental protocol, enabling us to as- 
sess the import of Fig 4. It was impor- 
tant to know, for example, that after 
incubation with glycogen, the mix- 
tures were assayed for I-synthetase in 
the presence of sodium fluoride to 
prevent D- to I-form reversion. How- 
ever, we submit that the authors 
overinterpreted the results of this ex- 
periment when they noted the close 
agreement with the values obtained 
by actual measurement of tissue gly- 
cogen content and percent I-synthe- 
tase (Tables 1 and 2). The data points 
of Fig 4 were obtained by incubating 
cell-free homogenates for one hour in 
varying concentrations of glycogen. 
Besides the inherent dangers of 
equating cell-free conditions to the 
intracellular state, the incubation 
period of one hour seems arbitrary. 
Presumably, shorter or longer incu- 
bation times would yield curves that 
would not agree well with the ob- 
served tissue values. Furthermore, if 
the details for Fig 2 of the earlier 
report? are valid, the study was per- 
formed at 30 C rather than a more 
appropriate temperature of 35 to 
37 C. 

'The data represented by Tables 1 
and 2 are subject to further analysis: 
The authors should plot the observed 
values of percent I-synthetase vs tis- 
sue glycogen content for each normal 
and psoriatic specimen. Danforth’ 
performed this operation on data ob- 


Letters to the Editor 


tained with mouse skeletal muscle 
and obtained a curve reminiscent of 
the theoretical one of Fig 4. If Halprin 
and co-workers were to observe a sim- 
ilar resemblarice between the plot of 
epidermal values and that in Fig 4, 
they might then comment with au- 
thority that "this is an extraordinary 
example of fine negative feedback 
control." In fact, they might observe 
that the data for normal and psoriatic 
tissue yield characteristic, different 
curves. Furthermore, normalization 
of observed data to fit the theoretical 
curve could provide an estimate of the 
in vivo levels of glycogen in the vicin- 
ity of glycogen synthetase phospha- 
tase. 

Lastly, the authors included edetic 
acid in the homogenizing medium to 
inhibit I- to D-form conversion during 
tissue workup. In the preparation of 
the test extracts employed for assay 


of percent Lsynthetase, it appears. 


equally important also to include 
fluoride to block D- to I-form conver- 
sion. Unless it can be demonstrated 
that conversion does not occur in the 
absence of NaF, the data presented in 
Table 2 for percent I-synthetase in 
normal and psoriatic tissue must be 
viewed with reservation. If the appro- 
priate control study has been per- 
formed, it is worth reporting. Also, 
Passonneau and Rottenberg? recently 
stressed the need for dithiothreitol 
(DTT) in the homogenizing fluid to 
maintain maximum synthetase activ- 
ity. Presumably, the fluoride present 
in their medium blocks the action of 
DTT in promoting D- to I-form con- 
version. 

In conclusion, one must consider 
that the use of relatively thin slices of 
psoriatic tissue, and preparation of 
test extracts under possibly subopti- 
mal conditions, may have partially 
negated the value of the results ob- 
tained. However, appropriate treat- 
ment of the available data may pro- 
vide useful. tentative information 
concerning glycogen metabolism in 
psoriatic epidermis. 

JOHN A. JOHNSON, PhD 
Ramon M. Fusaro, MD, PhD 
Omaha 
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Reply 


To the Editor.—In answer to the 
observations and questions in the let- 


-ter of Drs. Johnson and Fusaro, we 


would like to submit the following. 
1. Cyclic AMP and theophylline 


should be left out of the “Material and ` 


Methods” section. : 

2. a-Glucosidase was originally a 
gift of Dr. Huijing and recently has 
been purchased from Boehringer 
Mannheim Corp. The preparation 
was not supplemented with amy- 
lase; we merely stated that it con- 
tained amylase. 

3. Drs. Johnson and Fusaro doubt 
the possibility of producing skin 
slices that consistently contain ap- 
proximately 85% epidermis when an 
invariant setting of 0.2 mm is used on 
the keratome, since psoriatic epider- 
mis is so much thicker than normal 
epidermis. We wish it was so simple 
as merely changing the spacing of the 
blade; however, it is not. Using a sin- 
gle unchanged setting and the same 
unchanged blade to remove slices of 
skin from involved and uninvolved 
areas of a single psoriatic patient, one 
consistently gets a thicker slice from 
the psoriatic lesion. In fact, we meas- 
ured this some time ago using a 0.2- 
mm setting (J Invest Dermatol 46:51, 
1966) and found that the psoriatic 
slice averaged 130 x in depth, while 
the normal slice averaged 60 u. There 
seems to be a plane of least resistance 
that differs in depth, or the psoriatic 
lesion is much more compressible 
under the pressure used to obtain the 
slice. Also, we cannot consistently get 
a usable slice of skin with the use of a 
setting of 0.1 mm; it shreds. 

On^the other hand, zhe assertion 
that the two slices are not entirely 
comparable is correct. With a 0.2-mm 
setting for normal skin, the slice is 
entirely below the epidermis, and as 
we stated, the epidermis constitutes 


about 85% of the total. With a 0.2-mm 
setting used on a psoriatic plaque, the 
slice is about twice as deep as that in 
the normal skin and still does not . 
usually go to the bottom of all the 
epidermal pegs. It still contains about 
8596 epidermis, but we are missing 
the bottoms of some epidermal exten- 
sions. These contain not only basal 
cells but some higher layers as well. 
A moments reflection on the anato- 
my of these epidermal extensions 
must make it evident that to include 
all of the epidermal pegs will of neces- 


‘sity give a specimen containing a 


large amount of dermis, since the fur- 
ther down one goes, the less epider- 
mis and the more dermis will be in- 
cluded. I do not know how to solve 
this dilemma. Furthermore, to think 
that a single small biopsy specimen 
from a large slice of skin will tell any- 
thing about the depth of the cut at 
places other than the specific area 
that was submitted for histologic 
study is fraught with danger. For 
example, if one removes several iden- 
tically sized disks of skin from. a kera- 
tome slice and weighs them, the lack 
of agreement is impressive. The fol- 
lowing weights (in milligrams) of 6- 
mm punch biopsy specimens were 
taken from a single slice of skin re- 
moved. with the use of a keratome set 
at 0.4 mm: 6.32, 6.43, 10.31, 11.83, 
6.88, 9.24, 13.82, 14.21, 6.73, 7.41, 
and 9.28. The average weight was 
9.26 mg and the range was 6.32 to 
14.21 mg. The average weight corre- 
sponds to a depth of cut of 0.38 mm, 
while a 6-mg specimen represents a 
0.21-mm cut and the 14-mg specimen 
represents a 0.50-mm cut. Since the 
identically sized disks of skin have 
the same surface area if the depth of 
cutis consistent within the specimen, 
they should have identical weights. It 
is obvious from this kind of data that 
such slices are not uniform, and 
therefore one or even several sections 
taken for histologic study are of limit- 
ed value. 

4. 'The authors of the letter believe 
the loss of the lower epidermis may be 
crucial to the whole thesis, since "ex- 
cess glycogen in the upper epidermis 
may be accounted for by accelerated 
synthesis in the germinative layers 
and by transit of these cells toward 
the surface at so rapid a pace that 
glycogen stores are not depleted." 
Under these circumstances, loss of 
some of the germinative cells would 
indeed be serious. On biochemical 
grounds, it is impossible to prove or- 
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disprove this proposition, since no- 
body has dissected pure germinative 
epidermis as compared with the up- 
per layers in regard to glycogen syn- 
thetic ability or glycogen content. 
However, the PAS stain with diastase 
control has correlated well with bio- 
chemical measurements of glycogen 
content, and at least by this stain 
there seems to be little glycogen with- 
in the basal cells, both normal and 
psoriatic. The formation and break- 
down of glycogen can be altered in a 
matter of minutes, and we do not be- 
lieve it could occur in an accelerated 
fashion in the basal cell and yet not 
be seen until the cells reach higher 
levels. In fact, we have speculated on 
the opposite side of that particular 
coin, namely, what is it about the 
germinative cell that prevents glyco- 
gen accumulation? Is it that the gly- 
cogen is not being formed or is it an 
increase in breakdown so that the 
level never reaches that which is his- 
tochemically detectable? 

5. The value listed for normal epi- 
dermal glycogen content in Table 1 of 
our article should be 10.5 ug/mg of 
protein. 

6. The inhibition of the phospha- 
tase by levels of glycogen that are 
normally present within the two 
types of epidermis as presented in Fig 
4 are questioned. As stated in their 
letter, "the data points of Fig 4 were 
obtained by incubating cell-free ho- 
mogenates for one hour .. . Pre- 
sumably, shorter or longer incubation 
times would yield curves that would 
not agree well with the observed tis- 
sue values." This is not true. The in- 
hibition values reach a maximum 
after about one hour, and for a certain 
level of glycogen one gets a particular 
value of inhibition that does not rise 
or fall unless one changes the glyco- 
gen concentration. The inhibition 
data in Fig 4, but not the relation to 
the epidermal glycogen contents, was 
shown in an earlier report. 

7. We recognize the danger of 
equating in vitro measurements, es- 
pecially in a cell-free system, with 
those taken in vivo. This is the reason 
for carrying out direct experiments 
on tissue slices to see if what we sus- 
pected from the cell-free situation 
actually occurred in the much more 
physiologic conditions in the floating 
tissue slice. 

8. We would like to have all of the 
data for each patient so that the indi- 
vidual glycogens could be matched 
with the percent I-form; however, in 
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most cases these are from different 
patients and cannot be individually 
plotted. 

9. We have done control experi- 
ments showing that D- to I-form con- 
version does not occur in the absence 
of fluoride for a period of three hours 
at 4 C, although it does occur at long- 
er periods. During a 30-minute incu- 
bation at 30 C, no conversion occurs. 

10. Dithiothreitol, Cleland’s re- 
agent, does protect enzyme activity 
both at 4 and 30 C. Also, we have re- 
ported on it's ability to convert the D- 
to I-form as compared with both mer- 
captoethanol and cysteine (J Invest 
Dermatol 59:182, 1972). 

KENNETH M. HarPnIN, MD 
Miami, Fla 


"Mysteries" of Topical Agents 


To the Editor. — Most undergradu- 
ate medical students seem puzzled by 
the "mysteries" of topical agents. The 
important physical and chemical 
properties of the various lotions, 
creams, and salves and their appro- 
priate uses can be explained in a talk 
or read in a book. Yet this knowledge 
seems imparted most forcefully when 
the novice has opportunity to see, 
smell, and feel the commonly used 
agents. 

The Figure demonstrates an inex- 
pensive learning aid —30-gm labeled 
pharmacy jars seated in holes bored 
in a block of wood — that provides an 
opportunity for the student to directly 
experience the commonly used topical 
agents from the hospital formulary. 
This learning aid was used at the 
University of Iowa College of Medi- 
cine. 

The student may rub on a bit of cold 
cream and contrast its "vanishing" 
properties with plain or hydrated 





hydrophilic ointment. Calamine lo- 
tion, zinc oxide cream, coal tar oint- 
ment, petrolatum, and any other 
commonly used vehicles can be pre- 
sented in a handy format that invites 
examination, and provides cleansing 
tissue for the fastidious. 

Although no formal study has been 
undertaken to measure the quantity 
and quality of learning derived from 
this device, many students have 
commented on their satisfaction at 
being able to experience these prod- 
ucts so readily. 

RicHARD M. CAPLAN, MD 
Iowa City 


Malignant Blue Nevus 


To the Editor. —The article by Dr. 
F. J. Hernandez (Arch Dermatol 107: 
741, 1973) focuses attention on a diffi- 
cult diagnostic problem in dermato- 
pathology, the malignant blue nevus. 

The skin lesion that was described 
may indeed represent a primary ma- 
lignant blue nevus. However, I think 
it would have been helpful if the au- 
thor had discussed the alternative 
possibility that the lesion represented. 
a metastatic nodule of melanoma 
rather than a primary malignant 
blue nevus. 

Cases of metastatic melanoma with 
no discernible primary cutaneous le- 
sion are known to exist and are dis- 
cussed by Sutton (Diseases of the 
Skin, St. Louis, CV Mosby Co Pub- 
lishers, 1956, pp 1083-1088). From 
the histopathologic standpoint, malig- 
nant blue nevus and metastatic ma- 
lignant melanoma to the skin are 
often indistinguishable. One must 
suspect a visceral primary tumor in 
cases of metastatic melanoma with- 
out an obvious primary cutaneous 
lesion. The involvement of the central 
nervous system in the case reported 
by Hernandez raises the possibility 
that the primary melanoma could 
have been located there. 

MILTON R. OkuN, MD 
Needham, Mass 


Reply to Dr. Okun 


To the Editor.—In reply to Dr. 
Okun’s comment, I wish to point out 
that a metastatic malignant mela- 
noma to the skin from an unknown 
primary melanoma was considered at 
the time of surgery, when the tumor 
of the skin was excised. However, an 
exhaustive systematic search for 
another possible primary tumor in 


Letters to the Editor 


the otherwise asymptomatic patient 
- failed to reveal any suspicious lesions 
in the skin or the internal organs. 

The brain metastases appeared as 
numerous, bilateral, deep seated, 
rounded, black nodules of different 
sizes that were notat all suggestive of 
a primary malignant melanoma. 

The observations of Dr. Sutton are 
very interesting. However, we are all 
aware of the problems that are pre- 
sented by a metastatic tumor with an 
unknown primary. 

Ibelieve that the available clinical 
data together with the histologic and 
autopsy findings substantiate the 
diagnosis of a malignant cellular blue 
nevus. 

FELIX HERNANDEZ, MD 
Park Ridge, Il] 


Nonallergic Reaction After 
Aqueous Procaine Penicillin G 


To the Editor. — The acute psychotic 
reaction, which immediately follows 
an intramuscular injection of pro- 
caine penicillin G suspension, has 
been documented repeatedly in the 
ARCHIVES (106:599, 1972; 107:468, 
1973). In the European literature, 
this alarming situation is- known as 
Hoigné syndrome (Acta Med Scand 
171:201, 1962). It generally has been 
accepted that the reaction results 
from an unintentional intravenous 
administration of the drug. The path- 
ogenic mechanisms involved have not 
been elucidated. Some authors sug- 
gested embolization of the suspension 
into the lungs or brain, or both; 
others favored the toxic effect of pro- 
caine, decreased activity of the pro- 
caine esterase, or a combination of 
several factors. In the Faculty Hospi- 
tal in Olomouc, Czechoslovakia, we 
have seen several cases of this acute 
reaction, including a lethal one in a 2- 
year-old boy. This was a stimulus for 
aseries of experiments designed with 
an aim to test the possible pathogene- 


sis of the disorder (Jezdinsky, et al, . 


Cas Lek Cesk, to be published). 
Methods and Results 


Ten rabbits were given intramus- 
cular injections of 300,000 units of 
procaine penicillin G per milliliter on 
each of the ten consecutive days. For 
the 100 injections given altogether, 
there was only one typical reaction, 
with a focal hemorrhage found at the 
site of the injection. However, when 
given intravenously, the same 
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amount of suspension elicited a vio- 
lent reaction, which in the surviving 
rabbits closely resembled the Hoigné 
syndrome both in its duration (three 
to eight minutes) and in clinical 
symptoms. 

In the rats, the lethal dose for 5096 
survival (LD,,) of procaine penicillin 
G suspension, 300,000 units/ml, was 
estimated as 0.33 ml/kg of body 
weight. The dose inducing convul- 
sions (tonic-clonic convulsions, apnoic 
pause, and atony) was 0.2 mg/kg of 
body weight for the rat and 0.1 ml/kg 
of body weight for the rabbit. The le- 
thal dose decreased considerably in 
rats in which the myocardium was 
damaged by a cardiotoxic dose of iso- 
proterenol prior to the injection of 
procaine penicillin G. All rats died 
after receiving a dose of 0.25 ml/kg of 
body weight of procaine penicillin G, 
compared with only 1596 mortality in 
the control group of animals given 
procaine penicillin G only. Pretreat- 


. ment with pentobarbital prevented 
the convulsions, but it had no eifect 


on the mortality. No substantial dif- 
ference in the LD,, was found among 
experimental groups given procaine 


' penicillin G in the form of suspension 


or solution and rats injected with a 
corresponding amount of the procaine 
base. 

The intravenous injections of pro- 
caine penicillin G suspension given to 
the rats were followed by a rapid 
Short-lasting, increase in blood pres- 
sure in the right ventricle and by a 
sharp drop in the systemic blood pres- 
sure, as recorded from the carotid 
artery. On the contrary, intravenous 
injection of the procaine penicillin G 
solution caused a decrease in the 
blood pressure both in the right ven- 
tricle and in the carotid artery. No 
embolized crystals were found on his- 
tologic examination of the lung tissue 
from animals killed by the injection 
of procaine penicillin G suspension, 
not even in the dried cryostat sections 
of the unfixed tissue. Congestion and 
perivascular edema and occasional 
intravascular aggregates of blood 
platelets were found in lungs of ani- 
mals killed one hour after the injec- 
tion. 


Comment 


Our results support the hypothesis 


that the nonallergic reactior. follow- 
ing an intramuscular procaine peni- 
cillin G injection is caused by pene- 
tration of at least a part of the sus- 


pension into the regional veins. This 
results in an early embolization of the 
crystals into the pulmonary vascula- 
ture. After the rapid dissolution of 
the crystals, the function of both the 
central nervous system and the heart 
may be impaired by the procaine re- 
leased from the injected drug. One 
megaunit of procaine penicilin G 
contains 400 mg of the procaine base. 
This equals about 470 mg of the pro- 
caine chloride, ie, more than twice 
the maximal dose for the subcuta- 
neous injection. 

H. MarorA, MD 

J. Dusex, MD 

J. JEZDINSKY, MD 

Olomouc, Czechoslovakia 


Pustular Secondary Syphilis 


To the Editor. —Today, as clinicians 
are seeing a steadily rising number of 
patients with venereal diseases, they 
are faced with more and more of their 
less common presenting signs and 
symptoms. It is well known that the 
cutaneous manifestations of syphilis 
are many. Very few cases of pustular 
secondary syphilid have been seen in 
recent years, and one must refer to 
the older dermatologic texts for thor- 
ough, descriptive discussions of the 
entity. Current textbooks consider 
pustular secondary syphilis to be a 
very rare entity occurring preponder- 
antly in vagabonds or debilitated per- 
sons.!? i 


Report of a Case 


A 37-year-old Negro male airplane 
mechanic was admitted to the derma- 
tology ward of the Naval Hospital, 
San Diego, with a “sore” of one 
month’s duration on his penis. The 
patient related that he had one un- 
protected extra-marital sexual con- 
tact about one month prior to the 
appearance of the lesion, which began 
as a crusted, tender ulceration on the 
shaft near the.coronal sulcus. Three 
days later, the patient noted nonten- 
der, bilateral inguinal adenopathy 
and about three weeks later the ap- 
pearance of “small sores" on his trunk 
and extremities. He had nonreactive 
VDRL tests for syphilis four and two 
years prior to admission. 

Examination on admission showed 
that he had a generalized eruption of 
discrete, perifollicular papules and 
pustules on an erythematous base. 
The eruption was most prominent on 
the neck, anterior and posterior chest, 
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os Ses 


Pustular lesions scattered over posterior 
chest. 


abdomen, buttocks, and extremities 
(Figure). There were a few macular 
and papular lesions on the palms and 
soles. The foreskin was indurated and 
not retractable. The glans penis was 
not visible. There were multiple, bi- 
lateral, 2 to 3 mm firm lymph nodes 
in the anterior neck and bilateral 
matted, nontender inguinal adenopa- 
thy, with lymph nodes 1.5 to 2.0 cm in 
size. The patient was otherwise in 
excellent health and was afebrile, 
clean, and alert. 





The VDRL test for syphilis was 
reactive at a titer of 1:256, with a pos- 
itive fluorescent trepon mal antibody 
absorbed test. Darkfield examina- 
tions of the inguinal lymph nodes and 
of one of the truncal pustules showed 


_the presence of Treponema pallidum. 


Biopsy of a pustular lesion showed 
a perivascular lymphocytic infiltrate 
in the upper dermis associated with 
4 to 5 plasma cells per high-power 
field. A Warthin-Starry silver stain 
showed structures in the epidermis 
and dermis that were believed to 
be consistent with the structure of 
spirochetes. 

The patient received intramuscular 
injections of procaine penicillin in a 
dosage of 600,000 units/day for ten 
days, and the lesions cleared. Repeat 
darkfield examinations of the lesions 
after the full course of penicillin were 
negative, and a repeat VDRL test one 
month later was reactive at a titer of 
1:64. One year later, the VDRL test of 
serum was reactive at a titer of 1:1, 
and the VDRL test of spinal fluid was 
nonréactive. 


Comment 


The pustular secondary syphilid 
may easily be misdiagnosed unless 
the clinician is aided by the presence 


of a persistent primary lesion or more 
characteristic secondary lesions. The 
physician should be alerted to the 
possible association of papulopustu- 
lar secondary syphilis with neuro- 
syphilis.* Considering the steady in- 
crease in the incidence of syphilis and 
the many different forms it may take, 
it is imperative that physicians main- 
tain a high index of suspicion. We 
must be particularly aware of the 
unusual and less frequently seen 
manifestations of this disease and 
make use of serologic and darkfield 
examinations in any possibly syphili- 
tic skin eruption. 

RICHARD L. MILLER, MC, USNR 

San Diego, Calif 


The opinions expressed herein are those of the 
author and cannot be construed as reflecting the 
views of the Navy Department or the Naval 
Service at large. 


References 


1. Fitzpatrick TB, et al (eds): Dermatology in 
General Medicine. New York, McGraw-Hill 
Book Co Inc, 1971, p 1961. 

2. Lombolt G: Syphilis, in Rook A, Wilkinson 
DS, Ebling FG (eds): Textbook of Dermatology. 
Oxford, Blackwell Scientific Publications, 1968, 
pp 690-697. 

3. Mikhail GR, Chapel TA: Follicular Papu- 
lopustular Syphilid. Arch Dermatol 100:471- 
473, 1969. 





Wanted by New York Police Department.— A person is wanted by the Police 


Department of the City of New York for questioning in the killing and mutilation of a 
7-year-old boy in the Seventh Precinct (lower east side of Manhattan) and for question- 
ing in the brutal slayings and mutilation of other young children in the upper Man- 
hattan area. 

The illustrations above are composite sketches of this person, based on descriptions 
supplied by witnesses, that were produced by the Police Department artists. 

Description.— The subject is a white male, 25 to 35 years old, 5 ft 7 to 9 in tall, of 
slim build, weighing 140 to 150 Ib, and has black hair. He has a severe acne condition, 
particularly in the jawline area. 

Any information received will be held in strict confidence. 

Persons having any information concerning this case are requested to telephone the 
First District Homicide Squad at GR 5-9101 or OR 4-0770. 


728 Arch Dermatol/Vol 108, Nov 1973 Letters to the Editor 


This needs 
the Synalar 0.025 


UOCINOIONE ACETONIDE] 


strong start. 


Effective adjunctive therapy 
for all corticosteroid-responsive dermatoses. 


INDICATIONS: For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses 

CONTRAINDICATIONS: Topical steroids are contraindi- 
cated in vaccinia and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity to any 
of the components of the preparation 

PRECAUTIONS: If irritation develops. the product should 
be discontinued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does 
not occur promptly. the corticosteroid should be discontinued 
until the infection has been adequately controlled. If extensive 
areas are treated or if the occlusive technique is used, the possi- 
bility exists of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. Although topical 
steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has not 
absolutely been established. Therefore. they should not be used 
extensively on pregnant patients, in amounts, or for pro- 
longed periods of time. The product is not for ophthalmic use 

ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids: burn- 

itching. irritation, dryness, folliculitis, hypertrichosis. acne- 
form eruptions. hypopigmentation. The following may occur 
more frequently with occlusive dressings than without such ther- 

maceration of the skin. secondary infection, skin atrophy, 
striae, miliaria. See package insert for full prescribing information 


Available in 15 and 60 gram tubes. 


ilar j 


(FIUOCINO ir. ACETONIDE 


O. 025 


DECADE OF RELIABILITY 
SYNTEX 








Now you have a choice: 










m uai “IHP Cream (10% urea) 
for use on ae ed severe, dry skin 
conditions. 

= Aquacare/HP Lotion (10% urea) 


when an e aal high potency 
urea preparation is needed for 
all-over body use. 


= Both offer your patients a silky 
smooth, potent preparation for resistant 
cases of xerotic, scaly skin. 


> Increased emolliency and 10% 
SS urea combined with the proven 
C» Aquacare base yield an effective 
3 co cosmetically acceptable adjunct 
: for resistant cases of xerotic, 
“Oo scaly skin. 

~a 


If you would like samples of 

the Aquacare family to 

oz evaluate in your 
practice, simply check off 
the samples you desire, 
and we will send you a 
generous supply. 


—— Se eee 


G.S. Herbert Laboratories 
2525 Dupont Drive, Irvine, California 92664 


l 

[ 

i 

I'd like to evaluate: l 
Aquacare/HP Lotion C) Aquacare Lotion O l 
Aquacare/HP Cream O Aquacare Cream O l 
l 

l 

l 

| 

l 

I 

| 


NAME i p M: 
ADDRESS 
CRY 3 SIAN. 





premere 


H.. Herbert Laboratories, dermatology division of Allergan Pharmaceuticals, Irvine, California 92664, U.S.A. 









the tough 
Ones... 


Free of parabens or chlorinated phenol preservatives 
Fluorinated for topical effectiveness 
Economical 







Indications: Atopic dermatitis, 
eczema, contact dermatitis. 
Contraindications: Viral skin 
diseases, such as varicella 
and vaccinia; hypersensi- 
tivity to any component 
(not for ophthalmic 
use); when circulation 
is markedly impaired. 
Warnings: Safety of 
use in pregnancy has 
not been absolutely es- 
tablished. Do not use 
extensively, in large 
amounts, or for pro- 
longed periods of time 
in pregnant patients. 
Precautions: If irrita- 
tion develops, discon- 
tinue use and institute 
appropriate therapy. In 
infections, use appro- 
priate antifungal or anti- 
bacterial agents: if a fa- 
vorable response does not 
occur promptly, discontinue 
the corticosteroid until the 
infection is adequately con- 
trolled. If extensive areas are 
treated or the occlusive 


technique is used, increased 
systemic absorption of the 
corticosteroid may occur; 
take suitable precau- 
tions. Adverse Reactions: 
(local) Burning sen- 
sations, itching, irri- 
tation, dryness, fol- 
liculitis, secondary 
infection, skin atro- 
phy, striae, hyper- 
trichosis, acneform 
eruption and hypo- 
pigmentation. 
Supplied: Cream 0.5% 
—Per Gm.: triamcino- 
lone acetonide 5 mg., 
sorbic acid 0.1% and 
potassium sorbate 0.1% 
as preservatives; all po- 
tencies are in a water 
base of glyceryl mono- 
stearate NF, squalane, 
polysorbate 80 USP, poly- 
sorbate 60, spermaceti USP, 
stearyl alcohol USP, and sor- 
bitol solution USP. Ointment 
0.595 —Per Gm.: triamcinolone 
p acetonide 5 mg.; inactive ingredi- 
+ m ent: white petrolatum. 


oy AN 5% 


Jriamcinolone Acetonide 
HP for high potency 


433-2 LEDERLE LABORATORIES A Division of American Cyanamid Company, Pearl River, New York 10965 


Lederle 


Society Transactions 


The Society Proceedings are edited by Dr. Morris Waisman, 806 First Federal Bldg, 220 Madison 
St, Tampa, FL 33602. Transactions and photographs should be sent, in duplicate, directly to him. 


NEW YORK DERMATOLOGICAL 
SOCIETY 


Nov 28, 1972 
S. C. Atkinson, MD, Recorder 


Erythroplasia of Queyrat. Presented by 

ANTHONY N. Domonkos, MD. 

An uncircumcised 55-year-old man 
complained of irritation and redness of the 
glans penis of 15 years’ duration. Topically 
applied ointments, especially a mixture of 
neomycin sulfate and methylprednisolone 
(Neo-Medrol), controlled the irritation but 
did not cure it. The patient had a history of 
rheumatic heart disease for which he took 
penicillin daily. He also took quinidine 
sulfate and aspirin. 

Examination revealed sharply circum- 
scribed erythematous patches on the glans 
and prepuce, with central oozing. A biopsy 
specimen taken in November 1971 was 
interpreted as erythroplasia of Queyrat. 
Initial cultures for fungi were negative. 

Treatment was started with 5% fluoro- 
uracil cream applied twice daily for two- 
week intervals on two separate occasions: 
November 1971 and January 1972. This 
resulted in markedly eczematous reac- 
tions followed by the development of a 
pseudomembrane, which healed with 
complete clearing of the lesion. Several 
recurrences were treated with liquid nitro- 
gen in May, June, and September 1972. 

Candidiasis was suspected throughout 
the course of treatment. Fungal cultures 
were negative until August 1972, when 
Candida albicans was | demonstrated. 
Amphotericin B lotion produced prompt 
clearing of the candidiasis. More recently, 
the erythema has been controlled with the 
use of a corticosteroid ointment. A series of 
four x-ray treatments of 75 roentgens at 
100 kv was given to the dorsal and ventral 
surfaces of the glans in October 1972. A 
biopsy in November 1972 showed nonspe- 
cific inflammation with no evidence of 
erythroplasia. 


Discussion 


Dr. D. Torre: At least 20 years ago, Dr. 
Wilbert Sachs advocated topical applica- 
tion of an arsenical preparation for treat- 
ment of erythroplasia 

Dr. J. McCanTHY: A report in the Jour- 
nal of Plastic Surgery two years ago cau- 
tioned that treating a mucosal area for 
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squamous cell carcinoma with fluorouracil 
can cause metastasis, but I do not believe 
this. 

Dr. L. BARKER: Fluorouracil causes a 
tremendous reaction and a good result. 
Small recurrences were treated with liq- 
uid nitrogen, which is more easily con- 
trolled, more effective, and does not scar. I 
can’t get patients to use fluorouracil long 
enough to produce a good result. I would 
have preferred liquid nitrogen alone in 
this case. 

DR. ALEX YouNa: A good idea would be 
to use toluidine blue followed by neutrali- 
zation with dilute acetic acid (Am J Obstet 
Gynecol 36:703, 1963) to detect early dys- 
keratosis, as used on our female patients 
with leukoplakic lesions at the Cutaneous 
Vulva Clinic of St. Luke's Hospital. 

Dr. S. C. ATKINSON: Biopsy revealed a 
low-grade intra-epidermal carcinoma in 
situ, which was extremely inflamed due to 
chronic maceration. I would prefer liquid 
nitrogen therapy, which creates a separa- 
tion of the dermoepidermal junction and 
would eliminate the lesion. 

Dr. A. CIPOLLARO: The early French lit- 
erature reported frequent development of 
squamous cell cancer metastasizing to the 
inguinal glands. In this country, there are 
relatively few metastases, which makes 
me think that erythroplasia is not a pre- 
cancerous lesion and will probably not 
lead to serious consequences. I would treat 
such cases with fluorouracil and liquid 
nitrogen because desiccation, excision, 
and x-ray therapy usually fail. 

Dr. Domonkos: In the past, when other 
modalities failed, we sometimes had to 
resort to amputation of the penis. With 
regard to the long duration, recall that 
Bowen disease may be present for mány 
years without becoming true carcinoma. I 
thank Dr. Young for the toluidine blue 
suggestion. I would hesitate to use liquid 
nitrogen except for small areas. I now 
have six cases treated with fluorouracil, 
and two of these were failures. One was 
squamous cell carcinoma, which was 
treated with heavy radiation, with good 
results. 


Phototoxic Onycholysis. Presented by 

ANTHONY N. Domonxos, MD. 

A 22-year-old white woman developed 
pain, redness, and swelling of the nails 
and cuticles last July. During her summer 
vacation, she worked as a lifeguard. Coin- 
cidentally, she was taking tetracycline for 


acne. She had taken tetracycline in the 
past, but had not previously had much sun 
exposure. She was also taking contracep- 
tive pills. 

Examination revealed separation of the 
distal third of the nails and transverse 
ridging of all the fingernails and toenails. 
Fungal examinations and culture were 
negative. 


Discussion 


Dr. W. Arwoor: Phototoxic reactions 
are more common with demeclocycline 
hydrochloride (Declomycin), but any of the 
tetracyclines can cause reactions, includ- 
ing onycholysis. I asked the patient if she 
had used any local applications, such as 
nail hardeners, and apparently she had 
not. 

Dr. R. Barr: That phototoxic reactions 
are dose-dependent is shown by the fact 
that patients with severe acne conglobata 
who are treated with very high doses of 
tetracycline (2 to 3 gm/day) at times show 
evidence of phototoxicity during the sum- 
mer months. Under appropriate circum- 
stances, they could develop onycholysis. 
In Rumania, acriflavine hydrochloride 
(Trypaflavin) injections have been report- 
ed to have produced photo-onycholysis. 

Dr. A. ConpEno: This is unusual in my 
country of Argentina. We use high doses 
of tetracycline and there is plenty of sun, 
but I have never seen a case of onycholysis 
from this source. 

Dr. Torre: I reported a case of light 
eruption due to chlordiazepoxide hydro- 
cloride (Librium) to Roche Laboratories 
about ten years ago when the drug was 
first introduced. The company gave me a 
capsule containing all the ingredients ex- 
cept chlordiazepoxide. Administration of 
this placebo did not cause an eruption, but 
readministration of chlordiazepoxide cap- 
sules did. 

Dr. McCartuy: There are also seven 
well-documented cases of lupus erythema- 
tosus due to chlordiazepoxide, a curious 
lupus that clears when the drug is with- 
drawn. 

Dn. F. DANIELs: As a lifeguard, the pa- 
tient had more occupational sun exposure 
than most people, and she told me that last 
summer she had the same problem involv- 
ing her toes. I’m interested to hear of the 
chlordiazepoxide findings because I identi- 
fied the drug as a phototoxic agent with 
my microbial system using C albicans. 
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THE LOS ANGELES 
DERMATOLOGICAL SOCIETY 


Feb 14, 1973 i 
Laurence J. Underwood, MD, Recorder 


Amelanotic Melanoma vs Reticulohis- 
tiocytic Granuloma (Reticulohistio- 
cytoma) vs Atypical Fibroxanthoma 
Possibly Undergoing Malignant 
Change. Presented by SAMUEL AYRES, 
JR., MD, RicHARD Minan, MD. 


A 69-year-old white man had a tumor on 
his left cheek for about seven months. Ini- 
tially, another dermatologist had per- 
formed a biopsy and had administered two 
x-ray treatments of 155 roentgens each 
without improvement. The lesion in- 
creased in size, and during the past few 
months indurative areas developed in the 
left preauricular and submandibular 
region. 

Examination revealed a large elevated, 
discrete nodule with a base of about 2.5 
cm. The borders were round and the sur- 
face was composed of granulation tissue 
with slight discharge. An inflammatory 
halo surrounding the mass extended to- 
ward the large firm subcutaneous mass in 
front of the left ear. A smaller indurated 
area was present at the angle of the jaw. 


Discussion 


Dr. JosepH I. Mirs: Purvis and Helwig 
in 1954 reviewed 44 cases of the localized 
form of reticulohistiocytic granuloma. 
Twenty were located on the head and 
neck. The majority of patients had only 
one lesion, and there were no nodes or 
metastases. Clinical diagnosis of these 
nodular lesions was seldom correct and 
required a pathologic diagnosis. The cause’ 
was usually undetermined. Following 
excision, there were a few recurrences. 
Histologically, the characteristic findings 
were round or irregular histiocytic giant 
cells. They regarded the reticulohistiocytic 
granuloma as a reactive process of the re- 
ticuloendothelial elements of the dermis 
rather than a neoplasm. The differential 
diagnosis included xanthoma, xanthofi- 
broma, nevoxanthoendothelioma, derma- 
tofibroma, and melanoma. 

Dr. PETER R. SENN: A melanoma must 
be considered. I know of a case diagnosed 
as pseudosarcomatous reticulohistiocyto- 
ma, which was later proved to be amela- 
notic melanoma by regional node metas- 
tasis. 

Dr. Ronatp Bronow: The ulcerated 
mass growing rapidly after the biopsy and 
the firm nodule near the ear represent a 
malignant tumor rather than an inflam- 
matory process. 

_Dr. Donavp G. LINDSAY: A short trial of 
antibiotic therapy seems indicated, as well 
as and prompt removal of the node, if it 
doesn’t regress. 

Dr. D. A. Lopez: A so-called balloon cell 
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melanoma as described in Cancer is a pos- 
sibility. The absence of a junctional com- 
ponent would tend to point to a metastatic 
type, and search should be made for a 
source. Dr. Helwig has studied several 
malignant fibroxanthomas. 

Dr. BERNARD GOTTLIEB: I would favor a 
malignant melanoma, with the other pos- 
sibility being a squamous cell carcinoma. 

Dr. Leo ÍNDIANER: A melanin stain 
should be done on-the tissue to help differ- 
entiate melanoma and reticulohistiocytic 
granuloma. Dr. Helwig has stated that if 
the lesion extends into the subcutaneous 
fat, it is not atypical fibroxanthoma. A 
sufficiently deep biopsy with serial sec- 
tions is necessary to study for evidence of 
malignant tumors. 

Dr. PauL Hirscu: There were bizarre- 
shaped mononucleated and multinucleat- 
ed cells with mitoses and with foamy cyto- 
plasm. The bizarre and large balloon-like 
cells have caused confusion with mela- 
noma. Another term that has been used 
for this type of tumor is reactive pseudo- 
sarcomatous dermatofibroma. The tumor 
is usually separated from the epidermis by 
a grenz zone, and reticulum stains show 
reticulum being produced by these cells. 
The mast cell stain may show increased 
mast cells. I believe the mass in front of 
the ear is an inflammatory node due to cel- 
Iulitis. I would recommend conservative 
removal of the tumor mass. A primary 
melanoma of the skin should have involve- 
ment of the epidermis, which was not pres- 
ent in the original biopsy specimen. Al- 
though a possibility of a metastatic mela- 
noma might exist, I favor an atypical form 
of reticulohistiocytic granuloma. 

Gomori reticulum stain revealed in- 
creased reticulum fibers surrounding the 
bizarre cells throughout the dermis. Fon- 
tana-Masson stain revealed pigment gran- 
ules throughout the tumor, but these were 
not specifically diagnostic for melanin. 
Perl stain did not reveal homosiderin. 
There were no nests of nevus cells or mela- 
noma cells in the junctional component of 
the epidermis. 

The differential diagnosis revolved 
around an atypical fibroxanthoma with or 
without malignant degeneration, reticu- 
lohistiocytic granuloma, pseudosarcoma- 
tous dermatofibroma, and malignant mel- 
anoma. It is my interpretation that the 
patient has a bizarre form of reticulchis- 
tiocytic proliferation possibly undergoing 
malignant change. Excision of the tumor 
and evaluation of the regional lymph 
nodes is recommended. 

Subsequent to the meeting, a diagnosis 
of amelanotic melanoma was made after 
further evaluation. A repeat biopsy was 
performed by a head and neck surgeon, 
and a focal or single nest of atypical mel- 
anocytic cells was identified in the junc- 
tional component of the epidermis. This, 
correlated with the tumor morphologic 
findings in the dermis, is the basis for clas- 
sifying this tumor as a malignant mela- 
noma, amelanotic type. (Additional mel- 


` 


anin-stained sections on the rebiopsy 
material still did not reveal melanin gran- 
ules associated with the tumor.) 


Case for Diagnosis: Letterer-Siwe Dis- 
ease. Presented by Stanron B. May, 
MD. 

A 4-month-old white girl had an erup- 
tion for 3/2 months, first as reddish spots 
on the chest and finally involving most of 
the body, including the palms and soles. 
Blisters developed on some of the lesions, 
but they did not drain spontaneously and 
crusts would ensue. Recently, the dermati- 
tis became more inflammatory, confluent, 
and exudative in the genitocrural and ax- 
illary areas. The baby became irritable 
and anorectic. A hoarse cry has developed, 
but there have been no febrile episodes. 

The infant weighed 3.1 kg at birth, fol- 
lowing a 38-week ‘gestation. The mother 
took both barbiturates and amphetamines 
during the first trimester. Recently, the 
mother had undiagnosed diarrhea that 
lasted for a week. The paternal grandfath- 
er has a history of psoriasis, the mother 
has a history of eczema, and the maternal 
grandmother has a history of asthma. 

Examination of the skin revealed 
plaques of erythematous dermatitis in the 
groin, vulvar and axillary regions, and a 
discrete, small papulovesicular eruption 
over the trunk, scalp, extremities, palms, 
and soles. Ín some areas, the lesions be- 
came confluent. Moderate scaling covers 
the scalp. Where some of the lesions invo- 
luted, residual pock-like scars were noted. 
Lesions were present in the auditory canal 
but not the mouth. There was cervical 
adenopathy, and the liver was palpable 1 
cm below the right costal margin. 

The laboratory findings were as follows: 
hematocrit, 35.9%, leukocyte count, 
12,300/eu mm; erythrocyte count, 
4,560,000/cu mm; hemoglobin, 12.1 gm/ 
100 ml; platelet count, 373,000/cu mm; 
erythrocyte sedimentation rate, 17 mm/hr; 
VDRL test for syphilis, nonreactive; se- 
rum protein, 6.3 gm/100 ml, with normal 
protein electrophoresis. Results of the 
urinalysis and urine culture were normal. 
The bone survey, including skull films, 
was within normal limits. A skin culture 
was reported to have grown "Staphylococ- 
cus." Skin tests for monilia, streptokinase- 
streptodornase, and purified protein de- 
rivative were negative. The test with 
phytohemagglutinin was positive, 6 mm 
at 24 hours. 

Several biopsy specimens from the 
trunk were studied. The predominant fea- 
ture was a cellular infilirate made up of 
large atypical histiocytes in the upper and 
papillary corium. Subcorneal accumula- 
tions of polymorphonuclear leukocytes 


: and eosinophils were present. The patho- 


logic diagnosis was patchy histiocytic infil- 
trate, highly suggestive of progressive dif- 
ferentiated histiocytosis (Letterer-Siwe 
disease). The mast cell stain was negative. 

"Therapy before hospitalization with a 
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tar shake lotion, a cream containing io- 
dochlorhydroxyquin and hydrocortisone 
cream, and amphotericin B (Fungizone) 
cream seemed ineffective. While the pa- 
tient was hospitalized, the course was 
uneventful, and a cream containing triam- 
cinolone acetonide, neomycinsulfate, 
gramicidin, and nystatin was applied only 
to the genitocrural and axillary regions, 
with overall improvement. 


Discussion 


Dr. Craia WiLLIAMSON: The primary 
lesion is a discrete, erythematous flat pap- 
ule, about 5 mm in diameter. Some le- 
sions are pustular, others are scaly and 
may coalesce into plaques. These plaques 
are moist in the groin and axillae. The 
clinical diagnoses that should be consid- 
ered are viral infections, such as general- 
ized vaccinia or herpes, incontinentia 
pigmenti, candidiasis, dermatitis herpeti- 
formis, histiocytosis X, parapsoriasis of 
the Mucha-Habermann type, seborrheic 


dermatitis, and psoriasis. Most of these 


News and Notes 


Allergic Reactions.—This year, a 
compilation is being made of case re- 
ports of allergic reactions to bites of 
certain insects, ie, mosquitos, fleas, 
gnats, kissing pugs, bedbugs, chig- 
gers, black flies, horseflies, sandflies, 
and deerflies. Reactions to stings of 
the imported and southern fire ants 
will be included. 

Physicians who.can supply case 
reports of patients who have had 
reactions to such insect bites should 
contact Claude A. Frazier, MD, 4-C 
Doctor's Park, Asheville, NC 28801. 
The reports should include the type 
of reaction and the complications, if 
any; the age, sex, and race of the 
patient; the site of the bites; the 
season of the year; the immediate 
symptoms; the skin test results; de- 
sensitization results, if any; and any 
associated allergies. 
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can be ruled out by clinical course and fea- 
tures. More histopathclogie study may be 
necessary to rule out histiocytosis X. Sec- 
ondary infection with monilia may occur 
with various dermatoses. I favor psoriasis 
as the diagnosis. 

Dr. Marsorie BAUER: The cutaneous 
pattern in this child is characteristic of 
histiocytosis X. The infection in the groin 
resembles moniliasis. À more extensive 
physical and laboratory examination 
should he carried out. 

Dr. Marian M. BRUBAKER: Histiocytosis 
X is often associated with purpuric lesions, 
which were absent in this baby. The sec- 
ondary infection would go along with such 
a diagnosis. I favor histiocytosis X, proba- 
bly Letterer-Siwe disease. These patients 
do not handle infection well. 

Dr. Cari W. Laymon: The most likely 

diagnosis is histiocytosis X. There may be 
a superimposed contact dermatitis from 
ammonia in the diaper area. 

Dr. Lawrence M. NELsoN: While fur- 
ther evaluation is going on, therapy with 
thiamine chloride administered by mouth 


Society for Investigative Derma- 
tology Meetings. — There will be two 
meetings of the Society for Investiga- 
tive Dermatology, Inc., in 1974. The 
first meeting will be on Saturday, 
May 4, 1974, at the Chalfonte-Had- 
don Hall Hotel, Atlantic City, NJ. 
There will be a series of workshops on 
the preceding evening and the derma- 
tology sections of the American Fed- 
eration for Clinical Research and the 
American Society for Clinical Investi- 
gation will be held on the day follow- 
ing our meeting. The 35th annual 
meeting will be held on Friday, Sat- 
urday, and Sunday, June 21-23, 1974, 


- at the Pick-Congress Hotel, Chicago, 


just before the meeting of the Ameri- 
can Medical Association. Program 
proposals will be sent to all members. 
Others desiring to submit abstracts 
for consideration should write to John 


to help suppress the ammonia diaper der- 
matitis and with a topically applied anti- 
septic (Heliobrom Lotion) to control the 
infection would be helpful. f 

Dr. GOTTLIEB: The presence of large 
numbers of histiocytes, varying in size 
and shape and located in the dermal papil- 
lae, is suggestive of Letter-Siwe disease. 
The onset of this disease with only cuta- 
neous manifestations is rare but has been 
reported (Am J Dis Child 116:553, 1968). - 
An additional biopsy is indicated. 

Dr. Hirscu: A PAS stain would rule out 
monilial pathogenic organisms. Histiocy- 
tosis X must be considered, but a more 
adequate specimen for pathologic study is 
necessary. - 

Dr. INDIANER: A mast cell stain would 
be indicated, for sometimes mast cells re- 
semble histiocytes. There are many histio- 
cytes in the specimens presented. 

Subsequent to the meeting, a diagnosis 
of Letterer-Siwe disease was made after 
further evaluation. Vincristine therapy 
was initiated at the UCLA Medical Cen- 
ter. 


S. Strauss, MD, Secretary-Treasurer, 
Boston University Medical Center, 80 
E Concord St, Boston 02118. The 
deadline for receipt of abstracts is Jan 
18, 1974. 


Consultant’s Course in Derma- 
tology.—The second Annual Con- 
sultant’s Course in Dermatology will 
be held at the University of Califor- 
nia, San Francisco on March 19-22, 
1974. This workshop will be oriented 
towards problems that are faced by 
the dermatologist who does extensive 
consultations. 

For further information, please 
write to the Department of Dermatol- 
ogy, Room 1096 HSE, University of 
California, San Francisco 94143. 


s 
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In Memoriam 


Stephan Epstein, MD 


r. Stephan Epstein died in his 

home at the age of 73 on June 
30, 1973. Dermatology at that time 
lost one of its great masters at the art 
of medicine as well as a pioneer in 
scientific investigation. 

He graduated from the University 
of Erlangen Medical School in 1925 
and received his postgraduate educa- 
tion in dermatology from 1926 to 
1930 at the University Skin Clinic in 
Breslau, Poland, under the direction 
of Professor Jadassohn. 

He was chief of the Mycological 
Research Department at the Breslau 
Clinic from 1929 to 1933 and chief of 
the departments of radiology and al- 
lergy from 1930 to 1935. In December 
1935 he left Germany, coming to New 
York City. From there, he founded 
the Department of Dermatology at 
the Marshfield Clinic, Marshfield, 
Wis. When Dr. Epstein, with his wife, 
Elsbeth, and their two sons, Ernst 
and Wolfgang, arrived in Marshfield, 
the Marshfield Clinic was composed 
of about a dozen physicians. The re- 
ferral radius of this small group of 
physicians at the time of Dr. Ep- 
stein’s arrival was confined to a radi- 
us of 35 miles. As word of Dr. Ep- 
stein’s clinical and research ability 
spread, the number of patients and 
the distance from which they came 
increased, and in later years, many 
patients came to see Dr. Epstein from 
distances greater than 150 to 200 
miles. 

Dr. Epstein’s numerous and varied 
contributions to the scientific derma- 
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tologic literature in the areas of 
cutaneous manifestations of systemic 
disease, contact dermatitis, photo- 
sensitivity, occupational dermatoses 
among farmers, mycology, and x-ray 
therapy, as well as numerous other 
areas of dermatologic interest, 
are well known to dermatologists 
throughout the world. I do not believe 
that anyone really knows the precise 
number of publications accomplished 
by Dr. Epstein in his lifetime, for he 
was a very modest man who never 
discussed his accomplishments even 
with close personal friends. 

In 1946, he became a clinical asso- 
ciate professor of dermatology at the 
University of Minnesota, traveling 
there at regular intervals to conduct 
classes. He also originated the derma- 
tologic residency training program in 
the Marshfield Clinic wherein resi- 
dents from the University of Wiscon- 
sin spend a year in Marshfield for 
their dermatologic training. 

Dr. Epstein served as president of 
the Minnesota Dermatologic Society 
and vice-president of the Society 
of Investigative Dermatology. He 
published two books, Allergic 
Pruritus and An Atlas and Manual of 
Dermatology, in 1952 and 1959, re- 
spectively. 

He was a member of the editorial 
boards of many journals including the 
Journal of Investigative Dermatology, 
Annals of Allergy, Excerpta Medica, 
and the International Archives of Al- 
lergy. 

In 1965, having attained clinic re- 


tirement age, he left the Marshfield 
Clinic and with Mrs. Epstein took up 
residence in Madison, Wis. He spent 
his remaining years there in private 
practice and devoted time to teaching 
young dermatologists at the Univer- 
sity of Wisconsin School of Medicine 
as a clinical professor of Dermatology. 
In January 1967, the Marshfield 
Clinic Research Foundation honored 
Dr. Epstein as its founder and first 
president; he first envisioned this 
research foundation as early as 1938. 
I will always remember him as one 
of the greatest of teachers and a true 
master at the art of medicine. I can 
recall the many times in which I saw 
Dr. Epstein put his arm around a 
worried patient and with a twinkle in 
his eye, with a manifestation of ob- 
vious sympathy and insight into a 
patient's concerns and apprehen- 
sions, help the patient. As a result, 
patients loved him, and they always 
left his office happier and improved 
because of their contact with this ex- 
ceptional man. His ability to guide 
patients through periods of anxiety, 
apprehension, the spectrum of human 
discomfort and his ability to place a 
smile on their face and to engender a 
profound degree of confidence in their 
physician is something that I will 
never forget. Physicians who knew 
him could not help but admire the 
high regard, love, and esteem his pa- 
tients had for him. 
WILLIAM F. ScHonR, MD 
Marshfield, Wis 
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TUFTS UNIVERSITY SCHOOL OF MEDICINE 


Department of Dermatology 


announces 
The Second Annual Course in 


GROSS AND MICROSCOPIC PATHOLOGY OF THE SKIN* 


A practical course in detailed differential 
diagnosis of the microscopic pathology of 
the skin including correlation with the gross pathology 


Faculty 


WALTER F. LEVER, M.D., MILTON R. OKUN, M.D. 
and LEON M. EDELSTEIN, M.D. 


June 10-14, 1974 


Howard Johnson’s 57 Hotel 

200 Stuart Street TUITION. $425.00 
Boston, Massachusetts 02116 (Residents: $225.00) 
(For room reservations, 

contact Sales Manager) 


*APPROVED FOR AMA CONTINUING EDUCATION AWARD FOR 40 HOURS CREDIT. 








Please make your check payable to Tufts University and mail with this form: to Registrar for Continuing 
Education, Box 72, 136 Harrison Ave., Boston, MA 02111. 


NAME 





ADDRESS 








AVAILABLE AS AN OPTION: Study material excerpted from two sections of the course. 


DERMATOPATHOLOGY FOUNDATION 35 MM COLOR TRANSPARENCY SETS 
(100 SLIDES WITH CASSETTE TAPE). 


1. DIFFERENTIAL DIAGNOSIS OF MELANOMAS, NEVI AND OTHER PIGMENT- 
ED LESIONS. 


DIT TENTIAL DIAGNOSIS OF INFLAMMATORY DERMATOSES AND LYM- 


Cost Per set: Course participants $ 85.00 
Non-participants 100.00 


Kindly remit check payable to Dermatopathology Foundation to: M. R. Okun, M.D., 
P.O. Box 425, Boston, MA 02118. 





A MAJOR DEVELOPMENT IN THERAPY 
FOR ACNE VULGARIS... 





Announcing 


by prescription only 


the new 
cream 


dosage form 
and strength 


zi eu even 
ereater 


therapeutic 


flexibility 
a new ethical specific from 
the Dermatological Division of 


Scanning electron microscopy 
reveals RETIN-A effect on open 
- comedo(X 100). 
à L 


*Primarily grades I, II, and III in which comedones, papules, and pustules predominate. 
It is not effective in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). 


For prescribing information, please see last page of this advertisement. 
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an apparently unique 


mode of action 


In sharp contrast to the current superficial peel- 
ing agents, RETIN-A is a deep-acting topical agent 
that stimulates epithelial proliferation within the 
follicular canal as well as in the surface epithelium. 

Most topical acne therapies-are only "peeling 
agents" in that they are epidermal irritants, produc- 
ing desquamation with the objective of unplugging 
existing comedones. But exfoliation of epidermis 
alone does little more than produce scaling. 

The apparently unique mode of action of 
RETIN-A is the basis for its clinical efficacy in topical 
acne therapy. 

Evidence to date suggests: 

RETIN-A expels existing comedones. The 
reduction in number of attachment plates (desmo- 
somes) of the epidermal cells and the increased 
cell turnover within the plugged pilosebaceous 
orifice loosens the anchorage of existing comedones 
and expels them from the follicle. 

RETIN-A breaks up precursor comedones 
(previously unseen lesions). What may appear 
to be an exacerbation of the acne process is its 
effect on previously unseen lesions. RETIN-A in- 
creases the permeability of the sebaceous glands 
and permits escape of trapped lipids and fatty 
acids. An accelerated "natural" local inflammatory 
and/or leukocytic response provides early resolu- 
tion of the deep lesions before they reach the skin 
surface. 

RETIN-A prevents the formation of new 
comedones. Whereas comedo formation 
depends on horny cells sticking firmly together to 
create a solid plug to block the follicular canal, the 
accelerated turnover of these cells and the reduc- 
tion in the number of attachment plates induced 
by RETIN-A loosens the attachment of horny cells 
to one another and helps to prevent formation of 
solid plugs that comprise the comedo. 


you titrate the response 


Though erythema is not a necessary pre- 
requisite to effective therapy with RETIN-A, it does 
occur in many patients. When it does, it can serve 
as a guide to therapy. Erythema may be used as a 
titratable index to aid the physician in controlling 
irritation (excessive erythema) while achieving 
optimal response by selecting appropriate dosage 
form and dosage frequency tailored to the individ- 
ual patient's particular requirements. 

Too much erythema may give the patient a 
false impression that he is not tolerating the treat- 
ment and thus cause him to abandon the medica- 
tion. He is more likely to adhere to the regimen if 
the physician supervises his treatment regularly, re- 
ducing the frequency of application if necessary, 
even though therapeutic response may be slower 
with this approach. The amount and vigor with 
which RETIN-A is applied also can be a factor in 
producing erythema; the patient should be in- 





Fig. 1 Untreated open comedo. Note tightly adher- 
ent corneocytes, admixed with microorganisms, 
debris, and sebum (x 200). 
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tructed initially to use RETIN-A once daily in an 
imount and manner sufficient to produce a satisfac- 
ory response without causing excessive erythema. 

Most patients who developed erythema in 16 
vell-controlled studies* exhibited the maximum in- 
ensity in either the second or third week of treat- 
nent. Subsequently the degree of erythema 
lecreased in most patients as treatment continued. 

Thus, after a few weeks of therapy with 
RETIN-A, when clinical response is becoming ap- 
arent and excessive erythema is less likely to 
:ccur, the frequency of application can be in- 
reased, if desired. 

The introduction of the third important dosage 
orm, RETIN-A Brand tretinoin Cream 0.1% , now 
»rovides even greater therapeutic flexibility to 
'nable you to titrate for individual patient response. 

The therapeutic range and flexibility with 
'ETIN-A facilitates treatment of acne vulgaris, 
rimarily grades I, Il, and III** in which comedones, 
'apules, and pustules predominate. 


The patient who continues to experience ex- 
cessive irritation, even after careful titration with 
RETIN-A, should be withdrawn from therapy. 


TITRATION 


to control clinical response 
while avoiding excessive erythema 








PHYSICIAN- 1. FREQUENCY 

SUPERVISED 2. STRENGTH 

For Acne Vulgaris 3.DOSAGE FORMS 

Grades I, Il, II 4. ADJUNCTIVE MEASURES: 
Data on file in the Department of Clinical Research, Johnson & 
ipe tive in most cases of severe pustular and deep cystic 


nodular variéties (acne conglobata) 


tInstruct patient to: Wash face gently, no more than 2 or 3 times daily 
Pat face dry with towel (don't rub). Wait 15-20 minutes before apply- 
ing RETIN-A. Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. Use mild soap and 
shampoo (PURPOSE Brand Soap; PURPOSE Brand Shampoo). Avoid 
excessive exposure to extremes of climate. 





‘ig. 2 Close-up detail illustrating firm 
idherence and compacting of cells, 
nicroorganisms, debris, and oily film 
x 1000). 


Fig. 3 Treated open comedo. RETIN-A therapy 
(three weeks). The lesion is springing up out of 
its crater. Note reduced cohesiveness of the 
cellular mass (x 100). 


Fig. 4 Close-up detail illustrating effect 
of RETIN-A on corneocytes, now clearly 
visible as loosely attached individual 
cells (x 1000). 





clinical response 


In 16 well-controlled, double-blind studies 
tilizing 0.05% RETIN-A Brand tretinoin solution 
nd involving 372 patients, good to excellent results 
vere attained in 72.8% of the cases, with only 
7.2% rated fair to poor, and with less than 2% 
dverse reactions noted. 

Five randomized double-blind studies were 
erformed utilizing RETIN-A Brand tretinoin in a 
ydrophilic cream base on 85 teenage and young 
dult patients with grades Il and IIl acne. They re- 


by prescription only 


Scanning electron micrographs by C. M. Papa, M.D., Johnson & Johnson Research. 


ceived treatment once or twice daily with RETIN-A 
0.1% , using the cream base as a control, for periods 
of up to 16 weeks. A good to excellent response was 
achieved in 62.396 of these patients, with 37.796 
rated poor to fair. An adverse reaction was noted in 
only 1 patient. 

The cream base is a convenient vehicle for use 
by the patient, and appears to contribute to a re- 
duction in adverse effects over the effects noted 
with previous formulations. 

For prescribing information, 
please see last page of this advertisement. 


uid 0.05% 


Retin- A i Saturated Swabs 0.05% 


tretinoin 


New Cream 0.1% 


an ethical specific from the Dermatological Division of fohmonsfohmon 


Description: RETIN-A Brand tretinoin is available in both liquid and 
cream vehicles. RETIN-A liquid contains tretinoin (all-trans retinoic 
acid; vitamin A acid) 0.05% by weight, polye thylene glycol 400, 
butylated hydroxytoluene, and alcohol 55%. RETIN-A cream con- 
tains tretinoin 0.1% by weight in a hydrophilic cream vehicle of 


isopropyl myristate, white wax, polyoxyl 40 stearate, stearyl alcohol, 


stearic acid, and parabens (methyl and propyl). 


Evidence to date suggests it 

acts deep within the follicular canal 
to expel existing comedones, 
break up their precursors, and 
prevent formation of new ones 
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Retin- A 


BRAND 


tretinoin 


Saturated Swabs 0.05% 
Liquid 0.05% 
New Cream 0.1% 


ETIN-A liquid contains tretinoin 0.05% by weight „polye thylene 
Seal 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A 
cream contains tretinoin 0.1% by weight in a hydrophilic cream 
vehicle of isopropyl myristate, white wax, polyoxyl 40 stearate, 
stearyl alcohol, stearic acid, and parabens (methyl and propyl) 


an ethical specific from the Dermatological Division of 


Indications: RETIN-A Brand tretinoin is indicated for topical applic. 
tion in the treatment of acne vulgaris, primarily grades I, II, and III i 
which comedones, papules, and pustules predominate. It is not effe 
tive in most cases of severe pustular and deep cystic nodular varieti 
(acne conglobata). 

Contraindications: Use of the product should be discontinued if 
hypersensitivity to any of the ingredients is noted. 

Warnings: RETIN-A Brand tretinoin should be kept away from the 
eyes, the mouth, angles of the nose, and mucous membranes. Topic 
use may induce severe local erythema and peeling at the site of 
application. If the degree of local irritation warrants, patients shoulc 
be directed to use the medication less frequently, discontinue use 
temporarily, or discontinue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous skin and should be 
used with utmost caution in patients with this condition. 
Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peelir 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acii 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patient 
skin until the effects of peeling agents subside before use of RETIN- 
Brand tretinoin is begun. 

Exposure to sunlight, including sunlamps, should be minimized 
during the use of RETIN-A Brand tretinoin and patients with sunbur 
should be advised not to use the product until fully recovered becat 
of heightened susceptibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to have considerable sun 
exposure due to occupation should exercise particular caution. 
Similar precautions are advisable with regard to the use of medicate 
or abrasive soaps and cleansers, soaps and cosmetics that have a 
strong drying effect, and products with high concentrations of alcoh: 
astringents, spices, or lime. 

lf medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may 
occur. 

Adverse Reactions: The skin of certain sensitive individuals may 
become excessively red, edematous, blistered, or crusted. If these 
effects occur, the medication should either be discontinued until thr 
integrity of the skin is restored or the medication should be adjustec 
to a level the patient can tolerate. Temporary hyper- or hypopig- 
mentation has been reported with repeated application of RETIN-A 
Brand tretinoin. Some individuals have been reported to have heigk 
ened susceptibility to sunlight while under treatment with RETIN-A 
Brand tretinoin. To date, all adverse effects of RETIN-A Brand tretinc 
have been reversible upon discontinuation of therapy. (See Dosage 
and Administration section.) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin crean 
should be applied once a day, before retiring, to the skin where acr 
lesions appear, using enough to cover the entire affected area lightl: 
Swab: One RETIN-A Brand tretinoin swab should be applied once a 
day, before retiring, to the skin where acne lesions appear, spreadir 
the medication over the entire affected area. One swab supplies 
enough of the preparation to treat an area the size of the face. If oth 
sites are treated, such as the back, additional swabs should be used 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a d: 
before retiring, to the skin where acne lesions appear, using enougl 
to cover the entire affected area lightly. The preparation may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or 
cotton is employed, care should be taken not to oversaturate it to tl 
extent that the liquid would run into areas where treatment is not 
intended. 

Application may cause a transitory feeling of warmth or slight sting: 
ing. In cases where it has been necessary to temporarily discontinut 
therapy or to reduce the frequency of application, therapy may be 
resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of 
inflammatory lesions may occur. This is due to the action of the 
medication on deep, previously unseen comedones and papules. 
Therapeutic results should be noticed after two to three weeks. Re- 
sults may not be optimal until after six weeks of therapy. Once the 
acne lesions have responded satisfactorily, it may be possible to 
maintain the improvement with less frequent applications. 

Patients treated with RETIN-A Brand tretinoin may use cosmetics, 
but the areas to be treated should be cleansed thoroughly before thi 
medication is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied in three forms: 
1. Foil-covered swabs saturated with 0.05% strength liquid, in boxe 
of 30. 

2. Amber bottles containing two fluid ounces of 0.05% strength 
liquid. 

3. One-ounce tubes containing a bland hydrophilic cream with 
tretinoin at 0.1% strength. 


fohmonsfohmon 


New Brunswick, New Jersey 08903 
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Manuscript Preparation and Submission 


Send manuscripts by first-class mail to the Chief Editor, Robert 
R. Kierland, MD, Mayo Clinic, 200 Ist St, SW, Rochester. Minn 
55901. Manuscripts are received with the understanding that 
they are not under simultaneous consideration by another publi- 
cation. Accepted manuscripts become the permanent property of 
the ARCHIVES and may not be published elsewhere without per- 
mission from the publisher (AMA). 

CL] All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

L] Designate one author as correspondent and provide his ad- 
dress and telephone number. He will be notified by mail of the 
intended publication date approximately one month in advance. 
Order reprints at the time the typescript is returned after edi- 
torial processing. The corresponding author will receive 200 
free tearsheet copies of the article. 

L] Submit an original typescript and two high quality copies of 
the entire manuscript including short communications such as 
letters to the editor, book reviews, announcements, etc. All copy 
(including references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm (8'/» x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

L] Titles should be short, specific, and clear. They should not 
exceed 75 characters, including punctuation and spaces. A sub- 
title is often useful to shorten the main title. Provide a brief 
"running title" on each manuscript page. The title page should 
include the full names and academic affiliations of all authors, 
the address to which requests for reprints should be sent, and, if 
the manuscript was presented at a meeting, the name of the 
organization, place, and date on which it was read. 

The style of writing should conform to acceptable English 

usage and syntax. Slang, medical jargon, obscure abbreviations, 
and abbreviated phrasing are to be avoided. 
[C] Manuscripts reporting the results of experimental investi- 
gations on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the pro- 
cedure(s) had been fully explained. 

Authors whose "first" language is not English should ar- 
range for their manuscripts to be written in idiomatic English 
prior to submission. 

L.] Provide an abstract (135-word maximum) of the article. The 


abstract should include statements of the problem, method of 


study, results, and conclusions. The abstract replaces the sum- 
mary. 

L] List references in consecutive numerical order (not alpha- 
betically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited 
in the text or tables. Unpublished data and personal communi- 
cations should not be listed as references. References to journal 
articles should include (1) author, (2) title, (3) journal name (as 
abbreviated in Index Medicus), (4) volume number, (5) inclusive 
page numbers, and (6) year, in that order. References to books 
should include (1) author(s), (2) chapter title (if any), (3) editor 
{if any), (4) title of book, (5) city of publication, (6) publisher, and 
(7) year. Volume and edition numbers, specific pages, and name 
of translator should be included when appropriate. The author 
is responsible for the accuracy and completeness of the references 
and for their correct text citation. Please note this journal's punc- 
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tuation and sequence style preference in previously published 
reference listings. 

L] Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 

L] All measurements are to be in metric units. 

[C] Letters to the Editor. The Editor will be pleased to receive 
correspondence which pertains to material published in the 
ARCHIVES. If intended for publication, such letters should be 
clearly marked "For Publication." 

Use only those illustrations that clarify and augment the 
text. Submit illustrations in duplicate, unmounted and un- 
trimmed. Do not send original artwork. Send high-contrast glossy 
prints (not photocopies). Figure number, name of senior author, 
and arrow indicating "top" should be typed on a gummed label 
and affixed to the back of each illustration. All lettering must be 
legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain used should 
be provided when pertinent. Illustrations should preferably be in 
a proportion of 12.5 x 18 cm (5 x 7 inches). 

Legends should be typed double spaced beginning on a separate 
sheet of paper. Length should be limited to a maximum of 40 
words. 

C] An experienced medical illustrator should be employed 
whenever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. If 
halftone artwork with labels is submitted, affix type and leaders 
to a clear acetate overlay registered to the base drawing. Labels 
and leaders should be applied directly to the drawing board sur- 
face if the artwork consists only of line ink technique. 

CJA letter of consent must accompany all photographs of pa- 
tients in which a possibility of identification exists. It is not suf- 
ficient to cover the eyes to mask identity. 

[ ] Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be 
borne by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square 
finished illustrations which can be arranged on a one-page lay- 
out. Any additional illustrations or special effects will be billed 
to the author at cost. Positive color transparencies (35 mm pre- 
ferred) must be submitted for an evaluation. Do not send color 
prints unless accompanied by original transparencies. If trans- 
parencies are mounted in frames or glass, the material should be 
carefully packed in gauze and sent with the manuscript in a 
separate container or between two pieces of pressboard. 
L]Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28 cm(8¥/2 x 11 inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. 

[C] Tables should be arranged so that when printed they will 
not be wider than three columns of AncuivEs body type. Gen- 
erally three, six, or nine typewritten columns of data (including 
stub, or left column) will fit into three columns. All tables must 
be numbered consecutively, beginning with 1, and each must 
have a heading. Example: "Table 6.— Results of Blood Coagula- 
tion Studies." 
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Atopical steroid 


that has clinically 


succeeded 
in study...after study...after study" 





Excellent/zood results 


O/ in psoriasis 92» in atopic ecz 
85 J0 (150 of 177 patients)! % 


(231 of 251 patients)! 
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Valisone 
"na 


ethasone 
te (0.1% 
Cream/Üintment 


Plus economy Z.i.d. dosage often found effective! 
Available in 5, 15, and 45 Gm. tubes. 


O/ in contact dermatitis 
O (81 of 84 patients)! 





mias 





CLINICAL CONSIDERATIONS: 
Description VALISONE products contain 
betamethasone valerate (9-fluoro-115 ,17,21- 
trihydroxy-16; -methylpregna-1,4-diene-3,20- 
dione 17-valerate). Each gram of VALISONE 
Cream 0.1% contains 1.2 mg. betamethasone 
valerate (equivalent to 1.0 mg. betamethasone) 
ina soft, white, hydrophilic cream of water, 
mineral oil, petrolatum, polyethylene glycol 1000 
monocetyl ether cetostearyl alcohol, monobasic 
sodium phosphate, and phosphoric acid; 4- 
chloro-m-cresol is present as a preservative. Each 
gram of VALISONE Ointment 0.1% contains 
1.2 mg. betamethasone valerate (equivalent to 
1.0 mg. betamethasone) in an ointment base of 
liquid and white petrolatum, and hydrogenated 
lanolin. VALISONE Cream and Ointment 
contain no parabens. 

Indications VALISONE Cream and 
Ointment are indicated for the relief of the 
inflammatory manifestations of corticosteroid- 
responsive dermatoses. 

Contraindications  VALISONE Cream and 
Ointment are contraindicated in vaccinia and 
varicella. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions If irritation develops with the 
use of VALISONE Cream or Ointment, 
treatment should be discontinued and 
appropriate apie es instituted. In the 

presence of an infection, the use of an appro- 
priate antifungal or antibacterial agent should be 
instituted. If a favorable response does not 
occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated 
or if the occlusive technique is used, the pos- 
sibility exists of increased systemic absorption of 
the corticosteroid and suitable precautions should 
be taken. Although topical steroids have not 
been reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant females 
has not been absolutely established. Therefore, 
they should not be used extensively in pregnant 
patients, in large amounts, or for prolonged 
periods of time. VALISONE Cream and Oint- 
ment are not for ophthalmic use. 

Adverse Reactions The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The 
following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 

skin atrophy, striae, and miliaria. 

Dosage and Administration Apply a thin 
film of VALISONE Cream or Ointment to the 
affected skin areas one to three times a day. 
Clinical studies of VALISONE have indicated 
that dosage only once or twice a day is often 
feasible and effective. AUGUST 1972 

For more complete details, consult Schering 
literature available from your Schering 
Representative or Professional Services 
Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 

References: (/) Files of Headquarters Medical Research 

Division, Schering Corporation. (2) Carter, V. H., and 

Noojin, R. O.: Curr. Therap. Res. 9:253, 1967. (3) Falk, M. S.: 
Cutis 2:788, 1966. (4) Goldblum, R. W.: Pennsyloamia Med. 

69:50, 1966. (5) Nierman, M. M.: J. Indiana M. A. 10:1184, 

1968. (6) Zimmerman, E. H.: Arch. Dermat. 95:514, 1967. 
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Manifestations 
of urticaria: 
whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 

as the result of whealing. That this is not the 
case is, however, shown in the exceptional 
cases of typical hives without itching.” 
Typical urticarial skin eruptions showing 


sharply demarcated, elevated wheals. In this case, 
wheals are surrounded by erythema. 


The pathogenic 


mechanism. 


Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 
M.,— intact mast cell 
— erythrocyte 
N — nucleus of endothelial cell of capillary 





Contraindications: Glaucoma, predisposition to urinary reten- 
tion, stenosing peptic ulcer, pyloroduodenal obstruction, con- 
current monoamine oxidase inhibitor therapy, an asthmatic 
attack, or other lower respiratory symptoms, and hypersensitiv- 
ity to this drug. Should not be prescribed for elderly, debilitated 
patients. 

Warnings: Because of frequently occurring drowsiness, may im- 
pair alertness in some patients, including children attending 
school; operation of automobiles and other activities made haz- 
ardous by diminished alertness should be avoided. In preg- 
nancy, lactation, or women of childbearing age, weigh potential 
benefits against possible hazards to mother and child. An inhibi- 
tion of lactation may be produced. 

Overdosage of antihistaminés, particularly in infants and chil- 
dren, may produce convulsions and death. 

Precautions: Caution patients against ingestion of alcohol and 
other CNS depressants. Use with caution in patients with bron- 
chial asthma because of a possible drying effect on bronchial se- 
cretions. Rarely, prolonged therapy with anuhistamines may 


cause blood dyscrasias, but none has been reported as yet with 
this drug. 

Adverse Reactions: Drowsiness and somnolence appear fre- 
quently, but may disappear after three or four days of therapy. 
Dry mouth, dizziness, jitteriness, faintness, dryness of mucous 
membranes, headache, nausea, and allergic skin manifestations 
of rash and edema have been reported in low incidence. Rarely, 
CNS stimulation (such as agitation, confusion, visual hallucina- 
tions) may occur. 

How Supplied: Tablets containing 4 mg cyproheptadine HCl 
each, in bottles of 100; Syrup, containing 2 mg cyproheptadine 
HCI per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as 
preservative, in bottles of 473 ml. 

For more detailed information, consult your MSD representative or 
see full Prescribing Information. Merck Sharp & Dohme, Division 
of Merck & Co., Inc., West Point, Pa. 19486. 

Reference: 1. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Der- 
matology, Diagnosis and Treatment, ed. 2, Chicago, The Year 
Book Publishers, Inc., 1961, p. 229. 


Manifestations 
and Management 
of Urticaria 


Management of urticaria. 


Obviously, identifying the etiologic factor — and eliminating it — is the most satis- 
factory approach to its prevention. However, the search for a causative 


agent can prove lengthy or unproductive. Immediate symptomatic treatment 
should be considered. 


Administration of an antihistamine is often satisfactory, except for acute episodes 
with laryngeal edema in which epinephrine may be required. Overheating 


or hot baths tend to increase pruritus; cool colloidal baths tend to be soothing. 
Sedatives may prove helpful. 


for mild uncomplicated 
allergic skin manifestations of urticaria — 


PERIACTIN 


(Cyproheptadine HC1| MSD) 


Tablets,4mg Syrup, 2 mg/5 ml 
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© FOR THAT DANDRUFF BUZZARD., 
o . SEND AID THAT WORKS. 


“231 -ZINCON:- 


D » DANDRUFF SHAMPOO; `e, ° 
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O 
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o 
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It takes two things to make a dan- Since the patient likes it, the You will like it too 
druff shampoo work: a medically patient uses it. Patients stay with it 
effective formulation and a patient Finest hair conditioners: leaves hair No selenium 
acceptability that satisfies his/her shiny and manageable. No hexachlorophene 
cosmetic desires. Pleasant feel and fragrance No free sulfur 
ZINCON* Dandruff Shampoo meets Does not cause dry or oily hair Neutral (pH 7.2) 
these specifications. It's effective May be used on gray or dyed hair Ethically promoted 
enough to do the job, and also ele- Dispenser top, unbreakable plastic And, of course, it works. 
gant enough to encourage con- bottle (4 oz.) 
sistent use. Nice enough to be the family 

shampoo 


And, of course, it works. 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 


"Trademark 751.3 


On the following pages 

the makers of LIDEX’ present 

the second in a new series on topics 
of special.dermatologic interest. 


THE SYSTEM 


What should a topical steroid give you? 
Maximum steroid release for effective control 
of itch and inflammation. 


That's exactly why we've made LIDEX' a system. 
A unique steroid/base system. 


The LIDEX' bases are specifically designed to 
keep the steroid 100% dissolved. So the steroid 
goes on the lesion totally ready for action. 


The LIDEX' System. Effective therapy for all 
steroid responsive disorders. 


(FLUOCINONIDE) 
MORE THAN A STEROID 
A STEROID / BASE SYSTEM 


See prescribing information on last page. 
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LIDEX «oco 
THE SYSTEM 


CORTICOSTEROID 
BIOAVAILABILITY 
ASSAYS 


AN ABSTRACT 


FROM THE INSTITUTE 

OF CLINICAL MEDICINE, 
SYNTEX RESEARCH, 

PALO ALTO, CALIFORNIA, U.S.A. 


The base in which a corticosteroid is 
incorporated can either enhance the 


potency of the steroid — or, conversely, 


can reduce potency — depending on 


an one steroid that is theoretically more 

potent than another be reduced in its 

effectiveness when blended into a base 

which looks good and feels good, but 

which has not been designed for phys- 

iochemical compatibility? The point is 
important because most commercial considerations 
for acceptable bases have centered mainly on their 
stability and cosmetic elegance, not on their interac- 
tion with the steroid. 


In several assays and in a clinical trial, two steroids, 
fluocinonide and fluocinolone acetonide, were first 
tested for their relative potencies. Fluocinonide, in 
alcoholic vasoconstrictive assays, was demonstrated 
to be five times more potent than fluocinolone aceton- 
ide. The steroids were then incorporated into the same 
base, Test Base A. This is the commercially available 
base for fluocinolone acetonide, one which is appro- 
priately suited for it and which, by physiochemical 
theory, is ill-suited to fluocinonide. Concentrations for 
each steroid were 0.01%. 

The next assays were vasoconstriction, suppression 
of inflammation induced by croton oil and ultraviolet 
and an assay on chronic stable psoriatic patients. As 
had been expected, vasoconstrictive assay results 
(Figure 1) showed no significant superiority of one 
steroid over another without occlusion. The ultraviolet 
and croton oil assays also produced no statistically 
significant difference. In the Scholz-Dumas psoriasis 
assay, fluocinolone acetonide, reflecting its excellent 
activity under occlusion, completely cleared 14 of 15 
test sites in two weeks. In the same study, the theo- 
retically more potent fluocinonide in the physiochemi- 
cally unsuitable Test Base A, completely cleared only 
six of 10 areas. 

In the clinical trial that followed these assays, four 
dermatologists performed a double blind paired 
comparison of six symmetrical dermatoses: psoria- 
sis, atopic dermatitis, eczematous dermatitis, lichen 
planus, contact dermatitis and seborrheic dermatitis. 
Application was t.i.d. without occlusion. Figure 2 
shows a tie between the two preparations in terms of 
initial clinical response. 


physiochemical compatibility. This finding 
is of major significance, particularly in 
view of previously held concepts of the 
base simply as a stable, cosmetically 
acceptable vehicle for topical steroid 
administration. 


luocinonide in its own optimized FAPG® 
cream base, however, presents an en- 
tirely different picture: that of signifi- 
cantly improved steroid potency. Figure 
3 illustrates the percent of sites show- 
ing vasoconstriction after application 
of fluocinonide in FAPG® base for six hours. Effec- 
tiveness is superior to its performance in Test Base A 
even at a concentration of 0.005%, as well as 0.01% 
and 0.0596. In an actual disease state, the psoriasis 
assay, using occlusion, fluocinonide in FAPG* cream 
shows a potency of 1.85 if fluocinolone acetonide is 
rated as 1.00. Thus, both the vasoconstrictor and the 
psoriasis assays demonstrate that, in a base specif- 
ically designed to take advantage of its physiochem- 
istry, fluocinonide demonstrates significantly greater 


potency than when formulated in a less than ideal 
base. 


CONCLUSION: Though stability and cosmetic re- 
quirements are important, they should not be the only 
major considerations in formulating topical steroid 
bases. A steroid develops its full potency only in bases 
that are, in addition, physiochemically suited to it. To 
demonstrate this, two steroids, fluocinonide and fluo- 


FLUOCINOLONE 
ACETONIDE 0.01% 
IN TEST BASEA 


FLUOCINONIDE 0.01% 
IN TEST BASEA 


Figure 1 


Formulation vaso- 
constriction results of 
fluocinolone acetonide 
and fluocinonide in 
Test Base A. 

Without occlusion, 
the two preparations 
are equipotent, 
demonstrating the 
poor release 

of fluocinonide from 
this base. 


Figure 2 


Clinical trial graph of 
fluocinonide and 
fluocinolone acetonide 

in Test Base A. 

With poor release of the 
more potent corticosteroid 
from this base, the best 

it can achieve is a tie 
against a corticosteroid of 
lesser inherent potency 
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cinolone acetonide, were both tested in a commer- 
cially available base. This test base was optimally 
suited for fluocinolone acetonide and less than ideal 
for fluocinonide. The five times more potent fluocino- 
nide was reduced to the potency of fluocinolone ace- 
tonide. In its own optimized FAPG® base, however, 
fluocinonide demonstrated significantly increased 
potency over that observed in a less than ideal base, 
even at small steroid concentrations. 


TOTAL SITES 
RESPONDING 


0.01% 
CONCENTRATION 


OCCLUDED 


FLUOCINOLONE 
ACETONIDE 0.01% 
IN TEST BASE A 


35 383940 


FLUOCINONIDE 0.01% 
IN TEST BASE A 





in a base from which 
it is efficiently released. 


FLUOCINONIDE 
IN FAPG BASE 


Figure 3 


Percent of sites showing Dook 
vasoconstriction CONCENTRATION 7° 
after application of oi% 

3 mg. of FAPG® cream CONCENTRATION «o 
containing fluocinonide | osx 

for six hours. Vaso- CONCENTRATION 
constriction readings at s0 
8, 24, 32 and 48 hours. 

Note that at the 

0.05% concentration, 

vasoconstriction results 

by open techniques are 

almost equal to results 

in the occluded sites. 


TOTAL SITES 
RESPONDING 


.005 OPEN 
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LIDEX* 


[fluocinonide] 
Cream 


0.05% 


FOR TOPICAL USE ONLY 


CAUTION: Federal law 
prohibits dispensing 
without prescription 














LIDEX 


[fluocinonide] 
Ointment 
0.05% 


FOR TOPICAL USE ONLY 





CAUTION: Federal law 
prohibits dispensing 
without prescription 








LIDEX..... 


(FLUOCINONIDE) 


MORE THAN A STEROID 
A STEROID / BASE SYSTEM 


15 g. and 
60 g. tubes 























DESCRIPTION 

LIDEX cream 0.0596 and LIDEX ointment 0.0596 contain 
the active compound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9a- difluoro-118, 16a, 17a, 21-tetrahy- 
droxypregna-1, 4-diene-3, 20-dione, cyclic 16, 17-acetal 
with acetone 21-acetate. 

LIDEX cream contains fluocinonide in FAPG® cream, a 
specially formulated cream base consisting of stearyl alco- 
hol, polyethylene glycol 6000, propylene glycol, 1, 2, 6- 
hexanetriol and citric acid. This white cream vehicle is 
greaseless, non-staining, anhydrous and completely water 
miscible. The base provides emollient and hydrophilic 
properties. In this formulation, the active ingredient is 
totally in solution. 

LIDEX ointment contains fluocinonide in a specially formu- 
lated ointment base consisting of Amerchol CAB, white 
petrolatum, propylene carbonate and propylene glycol. It 
provides the occlusive and emollient effects desirable in 
an ointment. In this formulation the active ingredient is 
totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment are effective be- 
cause of their anti-inflammatory, anti-pruritic and vasocon- 
strictor action. 


INDICATIONS 

LIDEX cream and ointment are intended for topical use, 
as adjunctive therapy for the relief of inflammatory mani- 
festations of acute and chronic corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 
Topical steroids are contraindicated in vaccinia and vari- 
cella. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation. 


PRECAUTIONS 
If irritation develops, the cream or ointment should be dis- 
continued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal 
or antibacterial agent should be instituted. 

If a favorable response does not occur promptly, the corti- 
costeroid cream or ointment should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated, the possibility exists of 
increased systemic absorption and suitable precautions 
should be taken. 


Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in 
pregnant females has not absolutely been established. 
Therefore, they should not be used extensively on pregnant 
patients, in large amounts or for prolonged periods of time. 
LIDEX* (fluocinonide) cream and ointment are not for oph- 
thalmic use. 


ADVERSE REACTIONS 
The following local adverse reactions have been reported 
with topical corticosteroids: 








itching folliculitis acneform eruptions 
dryness burning sensations hypopigmentation 
striae skin atrophy secondary infection 


DOSAGE AND ADMINISTRATION 
A small amount should be gently massaged into the af- 
fected area three or four times daily, as needed. 


HOW SUPPLIED 
LIDEX 0.05% Cream — 15 g. and 60 g. tubes 
LIDEX 0.05% Ointment — 15 g. and 60 g. tubes 


SYNTEX 


SYNTEX LABORATORIES, INC 
PALO ALTO, CALIFORNIA 94304 


FOSTEX 
completes the picture 


There are 4 number of reasons for recommending Fostex: 
it cleanses, dégreases, -dries, 
penetrates plugged pores and mildly peels, acne. 


See PDR. Fostex Cakals%s ozí bars. Fostex Cream 41^? oz. jars. \\ \ 


Contains: seBuLyTi¢® brand of soapless cleansers and wetting agents; \ \ t 
micropulverized sulfur 2%; salicylic acid 2%. $ 


= 4 





“Doctor, with my 
baby’s sensitive sk 
what soap should 
I use?” 








ve 





Pure mild vory is one of the safest 
possible soaps you can recommend for 
sensitive skin. More doctors recommend 


Ivory than any other soap: Ivory may safely be 
used as an adjunct to treatment 


of cradle cap, scabies, impetigo 


It makes sense. immersion experiments— and seborrhea. 
Ivorys absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest, least irritating 
chances of irritation. soaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 





including patch tests and arm this clinical experience. 


Summary of Procter & Gamble Market Research Study #69222. available on request to interested physicians 


ULVICIN-U/F® Tablets brand of 
jriseofulvin (microsize) tablets, U.S.P. 

"he use of this drug is not justified in minor or 
rivial infections which will respond to topical 
intifungal agents alone. CLINICAL 
*ONSIDERATIONS — INDICATIONS: Griseo- 
vlvin is fungistatic and is indicated for 

he treatment of ringworm infections of the skin, 





Tinea, cruris, Tinea barbae, Tinea capitis, 

‘inea unguium (onychomycosis) when caused by 
ine or more of the following genera of fungi: 
‘richophyton rubrum, Trichophyton tonsurans, 








nterdigitalis, Trichophyton verrucosum, 
‘richophyton megnini, Trichophyton gallinae, 
‘richophyton crateriform, Trichophyton 
ulphureum, Trichophyton schoenleini, 
Aicrosporum audouini, Microsporum canis, 
Aicrosporum gypseum, Epidermophyton floccosum. 
(OTE: Prior to therapy, the type of fungi 
esponsible for the infection should be 

dentified. The use of this drug is not justified in 
ninor or trivial infections which will respond to 
opical agents alone. Griseofulvin is not effective 
n the following: Bacterial infections, 
candidiasis (Moniliasis), Histoplasmosis, 
\ctinomycosis, Sporotrichosis, 
thromoblastomycosis, Coccidioidomycosis, 

North American Blastomycosis, Cryptococcosis 
Torulosis), Tinea versicolor, Nocardiosis. 
:ONTRAINDICATIONS: This drug is 
ontraindicated in patients with porphyria, 
iepatocellular failure, and in individuals with a 
listory of sensitivity to griseofulvin. 
NARNINGS: Prophylactic usage: Safety and 
fficacy of griseofulvin for prophylaxis of fungal 
nfections has not been established. Usage in 
wregnancy: The safety of this drug during 
iregnancy has not been established. 
'RECAUTIONS: Patients on prolonged therapy 
vith any potent medication should be under 
lose observation. Periodic monitoring of organ 
ystem functions, including renal, hepatic, and 
tematopoietic, should be done. Since griseofulvin 
s derived from species of Penicillium, the 
rossibility of cross sensitivity with penicillin 
‘xists; however, known penicillin-sensitive 
iatients have been treated without difficulty. 
‘ince a photosensitivity reaction is occasionally 
issociated with griseofulvin therapy, patients 
hould be warned to avoid exposure to intense 
iatural or artificial sunlight. Should a 
lhotosensitivity reaction occur, lupus 
rythematosus may be aggravated. Griseofulvin 
lecreases the activity of warfarin-type 
inticoagulants so that patients receiving these 
{rugs concomitantly may require dosage 
idjustment of the anticoagulant during and after 
jriseofulvin therapy. Barbiturates usually 

depress griseofulvin activity and concomitant 
idministration may require a dosage adjustment 
if the antifungal agent. 

ADVERSE REACTIONS: When adverse 

eactions occur, they are most commonly of the 
lypersensitivity type such as skin rashes, 
irticaria, and rarely, angioneurotic edema, and 
nay necessitate withdrawal of therapy and 
ippropriate countermeasures. Paresthesias of 

he hands and feet have been reported rarely 
fter extended therapy. Other side effects reported 
ccasionally are oral thrush, nausea, vomiting, 
pigastric distress, diarrhea, headache, fatigue, 
izziness, insomnia, mental confusion, and 
mpairment of performance of routine activities. 
'roteinuria and leukopenia have been reported 
arely. Administration of the drug should be 


liscontinued if granulocytopenia occurs. When 9 

are, serious reactions occur with griseofulvin 

hey are usually associated with high dosages, a 

ong periods of therapy, or both. Available in e 




















125 mg., 250 mg., and 500 mg. scored tablets. brand of 


- s s 
For more complete details, consult eoful tablets US p 
package insert or Schering literature gns vin microsize T "En 
available from your Schering 
Representative or Professional Services 


ma ca FOR DEEPLY IMBEDDED RINGWORM 
Cenilworth, New Jersey 07033. 
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Lederle Laboratories presents 
EXPLORATIONS IN ANTIMICROBIAL THERAPY 


DISCOVER 


microbial specificity in a wide range of 
dermatologic infections due to susceptible 
pathogens* 





MINOCYCLINE HCI 
CAPSULES 50 mg, 100 mg 






*When bacteriologic testing indicates appropriate 
susceptibility to MINOCIN Minocycline HCI 


)ffers 
ffective therapy 
1skin and soft tissue 


Yrections 


INOCIN Minocycline HC! provides highly effective tissue 
vels in skin and muscle. (See Tables | and I) ORAL MINOCIN Minocycline HCI PENETRATES SKIN AND MUSCLE TISSUES 


though tetracyclines are not the drug of choice in staphy- 
zoccal infections, MINOCIN can treat folliculitis, furun- 
losis, pyoderma, carbunculosis, acne, impetigo, abscess, 


TABLE | 








NUMBER OF AVERAGE CONCENTRA- 
TISSUE SPECIMENS TION  mcg/gm 














llulitis, skin ulcers, and wound and incision infections | MUSCLE 5 
used by susceptible strains. MINOCIN can also effec- 

ely treat skin and soft tissue infections due to susceptible | Sk N 3 
‘oup A beta-hemolytic streptococcus. 








Data in humans were derived from the pharmacologic trial in 
patients scheduled for various types of surgery. They were given 
the MINOCIN loading dose of 200 mg initially followed by 100 mg 
at 12-hour intervals for four days. At the time of surgery, a blood 
sample was drawn and a two-gram specimen of excised tissue was 
reserved for analysis 









No 
photosensitivity 
reported to date 


ABLE Il 


ORAL MINOCYCLINE SKIN PENETRATION 
AT 8 AND 21 DAYS: TISSUE LEVELS 
HIGHER THAN SERUM LEVELS IN MOST CASES 


























Values shown are average minocycline levels in 4 healthy male 
LEVELS OF MCG/ML OR GM subjects who received 200 mg initially, followed by 100 mg b.i.d 
PECIMEN (AVERAGES 4 SUBJECTS) for 21 days. Assays were performed on the 8th and 21st day of 
ume ———————ÀÀ ——M—— ———À —————— therapy. Note that levels were higher in dermis, epidermis and 
DaysO 8 21 Skin scrapings than in serum 
m 
SERUM 0 2.55 2.06 
TISSUE 
DERMIS 0 2.98 2.28 
EPIDERMIS 0 6.39 3.74 
SCRAPINGS 0 5.2 4.44 
SWEAT 0 0.39 0.28 
SEBUM (POOLED) 0 0.86 0.29 | YO l | IQ 
ABLE lil EJ 


ORAL MINOCIN Minocycline HCI EFFECTIVENESS IN INITIAL CLINICAL TRIALS” 


Common skin and soft tissue infections 
in which a single pathogen (Staphylococcus aureus) Was isolated: 


















iagnosis 3 €— MINOCYCLINE HCl 
ESL] CAPSULES 


Dermatitis Atopic 
Dermatitis Eczematous 
Dermatitis Repens 
Eczema Dyshidrotic 
Folliculitis 

Impetigo 

Impetigo Contagiosa 
Infection Incision** 
Infection Skin** 
Lichen Simplex Chronicus 
Lymphadenitis 
Paronychia Finger 
Pustules 

Pyoderma 

Sinus Tract Chest 
Sycosis Barbae 

Ulcer Leg 





Adjunctive 
therapy in 
severe acne 


New MINOCIN Minocycline HC/ 50 mg 

capsules facilitate adjustment of MINOCIN 

a regimens according to individual patients. 

1 New standardized regimens of 100 mg or 200 
mg stat, 50 mg q.i.d. are alternative to usual 





a See ae ern O errr Cy 
Sk i a OF a ahh ak I IL E II 











Totals 
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Mene Pesing indicates appropriate susceptibility to MINOCIN regimen of 200 mg initially, 100 mg q. 12 h.. 
nspecitied if more frequent doses are preferred. Also 
2tracyclines are not the drug of choice in the treatment of any type of available as 50 mg/5cc syrup. 


aphylococcal infection. MINOCIN is indicated for treatment of Staphy- 
coccus aureus skin and soft tissue infections only when bacteriologic 
sts indicate appropriate susceptibility to the drug 


Before prescribing MINOCIN, please refer to the prescribing information for full description 
of adverse effects and precautions, a copy of which is on the last page of this advertisement. 


DISCOVER 





the meaning of microbial specificity with 
* o 





MINOCYCLINE HCI 


semisynthetic tetracycline 
for office and hospital 


MINOCIN provides 
effective therapy with 
relatively few problems 


@ Penetrates skin and muscle tissues. 


@ Well absorbed even with food, dairy 
products or colas. 


6 No photosensitivity to date. 


@ Enamel hypoplasia/tooth staining can 
occur in children under eight. 


@ If renal impairment exists, lower than 
usual doses are indicated. (See WARNING 
in Package Insert.) 


@ Lightheadedness that may occur is tran- 
sient, disappearing during therapy or always 
after therapy is completed. 


@ Dosage form flexibility: supplied as 50 mg 
and 100 mg capsules, 50 mg/5 cc syrup, and 
100 mg/vial intravenous. 


Lederle Laboratories 
ederle A Division of American Cyanamid Company 


Pearl River. N Y 10965 


NEW 
50 mg 
CAPSULE 


if more 
frequent doses 
are preferred 







MINOCIN Minocycline Hydrochloride 


Oral and Intravenous 


DESCRIPTION: MINOCIN minocycline hydrochlo- 
ride is a semi-synthetic derivative of tetracycline 
7-dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride 


Intravenous: Each vial, dried by cryodesiccation 
containssterile Minocycline Hydrochloride equiva 
lent to 100 mg Minocycline When reconstituted 
with 5 cc. of Sterile Water For Injection the pH 
ranges from 2 0to02 8 


ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein syn- 
thesis. Minocycline HCI is a tetracycline with anti- 
bacterial activity comparable to other tetracyclines 
with activity against a wide range of gram-negative 
and gram-positive organisms 

Tube dilution testing. Microorganisms may be 
considered susceptible (likely to respond to mino 
cycline therapy! if the minimum inhibitory concen 
tration (M | C ) is not more than 4 O mcg /ml Micro- 
organisms may be considered intermediate 
harboring partial resistance) if the MIC i$ 4O to 
12 5mcg / ml. and resistant (not likely to respond to 
minocycline therapy) if the MIC is greater than 
12 5 mcg/ml 

Susceptibility plate testing If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg 
tetracycline disc) givesa zone of 18 mm or greater 
the bacterial strain is considered to be susceptible 
to any tetracycline Minocycline shows moderate 
in vitro activity against certain. strains of 
staphylococci which have been found resistant to 
other tetracyclines. For such strains minocycline 
susceptibility powder may be used for additional 
susceptibility testing 


























INDICATIONS. MINOCIN minocycline HCI is indi- 
cated in infections caused by the following micro- 
organisms 
Rickettsiae: (Rocky Mountain spotted fever. ty- 
phus fever and the typhus group. Q fever rickett- 
sialpox. tick fevers 
Mycoplasma pneumoniae (PPLO. Eaton agent 
Agents of psittacosis and ornithosis Agents of 
lymphogranuloma venereum and gr anuloma in- 
guinale. The spirochetal agent of relapsing fever 
Borrelia r irrentis). The following gram-nega- 
tive micro-organisms: Hemophilus ducreyi 
chancroid). Pasteurella pestis and Pasteurella 
tularensis. Bartonella bacilliformis. Bacteroides 
species. Vibrio comma and Vibrio fetus. Brucella 
species (in conjunction with streptomycin 
Because many strains of the following groups of 
micro-organisms have been shown to be resistant 
to tetracyclines. culture and susceptibility testing 
are recommended 
MINOCIN minocycline HCI is indicated for treat- 
ment of infections caused by the following gram- 
negative micro-organisms. when bacteriologic test- 
ing indicates appropriate susceptibility to the drug 
Escherichia coli. Enterobacter aerogenes ifor- 
merly Aerobacter aerogenes). Shigella species 
Mima species and Herellea species. Haemo- 
philus influenzae (respiratory infections). Kleb- 
siella species (respiratory and urinary infections 
MINOCIN is indicated for treatment of infections 
caused by the following gram-positive micro-or- 
ganisms when bacteriologic testing indicates ap- 
propriate susceptibility to the drug 
Streptococcus species: Up to 44 percent of strains 
of Streptococcus pyogenes and 74 percent of 
Streptococcus faecalis have been found to be re- 
sistant to tetracycline drugs. Therefore. tetracy- 
clines should not be used for streptococcal disease 
unless the organism has been demonstrated to be 
sensitive 
For upper-respiratory infections due to group A 
beta-hemolytic streptococci, penicillin is the usual 
drug of choice, including prophylaxis of rheumatic 
fever 
























ADULT DOSAGE 


(GENERAL) (GENERAL) 





MINOCIN IV. 
100 mg/Vial 


MINOCIN Capsules 
100 mg 





MINOCIN Capsules 
50 mg 





MINOCIN Syrup 
50 mg/5 cc 


200 mg nitially, 


100 mg q. 12 h. 2 mg/kg q. 12 h. 


PEDIATRIC DOSAGE 


4 mg/kg initially. 


HOW SUPPLIED 


1 Vial 100 ‘mg 
Box of 100 Vials 





200 mg nitially, 


100 mg q. 12 h. 2 mg/kg q. 12 h. 


100 mg or 200 mg 
initially, 50 mg 


Q.i.d. 2 mg/kg q. 12 h. 


2 teaspaonfuls 
(100 mgj initially, 
1 teaspconful 
(50 mg) a.i.d. 


2 mg/kg q. 12 h. 





Diplococcus pneumoniae, 

Staphylococcus aureus, sk n and soft tissue infec- 
tions. Tetracyclines are not the drug of choicein the 
treatment of any type of staphylococcal infection. 

. When penicillin is contraindicated. tetracyclines 
are alternative drugs in the treatment of infections 
due to: 

Neisseria gonorrhoeae, Treponema pallidum and 

Treponema pertenue (syphilis and yaws), Listeria 

monocytogenes, Clostridium species, Bacillus 

anthracis, Fusobacterium fusiforme (Vincents 
infection), Actinomyces species. 

In acute intestinal amebiasis, the tetracyclines 
may be a useful adjunct to amebicides. 

MINOCIN is indicated in the treatment of tracho- 
ma, although the infectious agent is not always 
eliminated, as judged by immunofluorescence. In- 
clusion conjunctivitis may be treated with oral tetra- 
cyclines or with a combination of oral and topical 
agents. 


Oral only: In severe acne, the tetracyclines may 
be useful adjunctive therapy. Minocycline is indi- 
cated in the treatment of asymptomatic carriers of 
N. meningitidis to eliminate meningococci fromthe 
nasopharynx. 

In order to preserve the Lsefulness of MINOCIN 
minocycline HCI in the treatment of asymptomatic 
meningococcal carriers, diagnostic laboratory pro- 
cedures, including serotyping and susceptibility 
testing, should beperformedto establish the carrier 
state and the correct treatrrent. [t is recommended 
that the drug be reserved for situations in which the 
risk of meningococcal meningitis is high. 

Minocycline is not indicazed for the treatment of 
meningococcal infection. 


CONTRAINDICATIONS. This drug is contraindi- 
cated in persons who have shown hypersensitivity 
to any of the tetracyclines. 


WARNINGS. In the presence of renal dysfunction. 
particularly in pregnancy, intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. 

Whentheneedfor intensive treatment outweighs 

- its potential dangers (mostly during pregnancy or in 
individuals with known or suspected renal or liver 
impairment), itis advisable to perform renal andliver 
function tests before and dL ring therapy. Also tetra- 
cycline serum concentrations should be followed. 

If renal impairment exists, even usual oral or par- 
enteral doses may lead to excessive systemic accu- 
mulation of the drug and possible liver toxicity. 
Under such conditions, lower than usual total doses 
are indicated, and if therapy is prolonged, serum 
level determinations of the drug may be advisable. 
This hazard is of particular importance in the paren- 
teral administration of tetracyclines to pregnant or 
post-partum patients with pyelonephritis. When 
used under these circumstances, the blood level 
should not exceed 15 micrograms/ml. and liver 
function tests should be made at frequent intervals. 
Other potentially hepatotoxic drugs should not be 
prescribed concomitantly. 

The use of tetracyclines during tooth develop- 
ment (last half of pregnancy. infancy, and childhood 
to the age of 8 years} may cause permanent dis- 
coloration of the teeth (yellow-gray-brown). This ad- 
verse reaction is more common during long-term 
use of the drugs but has been observed following 
repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, therefore. 
should not be used in this age group unless other 
drugs are not likely to be effective or are contra- 
indicated. 

Photosensitivity manifested by an exaggerated 
sunburn reaction has been observed in some indi- 
‘viduals taking tetracyclines. Patients apt to be ex- 
posed to direct sunlight or ultraviolet light should 
be advised that this reacticn can occur with tetra- 
cycline drugs, and treatment should be discontin- 
ued at the first evidence of skin erythema. Studies 
todateindicatethat photosensitivity does not occur 
with MINOCIN minocycline HCI. 


The antianabolic action of the tetracyclines may 
cause an increase in BUN. While this is not a prob- 
lem in those with normal renal function, in patients 
with significantly impaired function, higher serum 
levels of tetracycline may lead to azoteraia, hyper- 
phosphatemia, and acidosis. 

CNS side effects including lightheadedness, diz- 
zinessor vertigo have been reported. Patients who 
experience these symptoms should be cautioned 
about driving vehicles or using hazardous machin- 
ery while on minocycline therapy. These symptoms 
may disappear during therapy and always dis- 
appear rapidly when the drug is discontinued. 


Usage in Pregnancy. (See above "Warnings" about 
use during tooth development.) 

Results of animal studies indicate that, tetracy- 
clines cross the placenta. are found in fetal tissues 
andcan have toxic effects on the developing fetus 
(often related to retardation of skeletal develop- 
ment). Evidence of embryotoxicity has also been 
noted in animals treated early in pregnancy. 


Usage in newborns, infants, and children. (See 
above "Warnings" about use during tooth develop- 
ment.) 

Alltetracyclinesform a stable calcium complex in 
any bone forming tissue. A decrease in the fibula 
growthrate has been observed in prematures gíven 
oral tetracycline in doses of 25 mg/kg. every 6 
hours. This reaction was shown to be reversible 
when the drug was discontinued. 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class. 


PRECAUTIONS. As with other antibiotics prepara- 
tions, use of this drug may result in overgrowth of 
nonsusceptible organisms, including fungi. If super- 
infection occurs. the antibiotic should De discon- 
tinuedandappropriatetherapy should be instituted. 

In venereal diseases when coexistent syphilis is 
suspected, darkfield examination should be done 
before treatment is started and the blood serology 
repeated monthly for at least 4 months. 

Because tetracyclines have been shown to de- 
press plasma prothrombin activity, patients who are 
on anticoagulant therapy may require downward 
adjustment of their anticoagulant dosage. 

In long-term therapy. periodic laboratory evalua- 
tion of organ systems, including hematopoietic. 
renal and hepatic studies should be performed. 

All infections due to Group A beta-hemolytic 
streptococci should be treated for at least-10 days. 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin, it is advisabie to 
avoid giving tetracycline in conjunction with peni- 
cillin. 


ADVERSE REACTIONS. Gastrointestinal: Ano- 
rexia, nausea. vomiting, diarrhea. glossitis, dys- 
phagia. enterocolitis, and inflammatory lesions 
(with monilial overgrowth) in the anogenital region. 

These reactions have been caused by both the 
oral and parenteral administration of tetracyclines. 
Skin: Maculopapular and erythematous rashes. 
Exfoliative dermatitis has been reported but is un- 
common. Photosensitivity is discussed adove. (See 
"Warnings: Renal toxicity: Rise in BUN has been 
reported and is apparently dose related. (See 
"Warnings: ) Hypersensitivity reactions: Urticaria. 
angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis and exacerbation of systemic 
lupus erythematosus. Bulging fontanels have been 
reported in young infants following full therapeutic 
dosage. This sign disappeared rapidly when the 
drug was discontinued. Blood: Hemolytic anemia. 
thrombocytopenia, neutropenia and eosinophilia 
have been reported. CNS: (See "Warnings: ) When 
given over prolonged periods. tetracyclines have 
beenreportedto produce brown-black microscopic 
discoloration of thyroid glands. No abnormalities 
of thyroid function studies are known to occur. 


DOSAGE ANDADMINISTRATION: ORAL. Therapy 
shou'd be continued for at least 24-48 hours after 


4 mg/kg initially, 


'4 mg/kg initially, 


4 mg/kg initially, 


Bottles of 50's and 1005; 
Unit dose 10 x 10's. 


Bottles of 100's 


2-fluidounce Bottles 





symptoms and fever have subsided. 

Concomitant therapy: Antacids containing 
aluminum. calcium. or magnesium impair absorp- 
tion dnd should not be given to patients taking oral 
tetracycline. 

Studiestodate haveindicated that the absorption 
of MINOCIN is not notably influenced by foods and 
dairy products. 

In patients with renal impairment: (See "Warn- 
ings:) Total dosage should be decreased by reduc- 
tion of recommended individual doses and/or by 
extending time intervals between doses. 

In the treatment of streptococcal infections. a 
therapeutic dose of tetracycline should be adminis- 
tered for at least 10 days. ] 

ADULTS: The usual dosage of MINOCIN minocy- 
cline HCI is 200 mg. initially followed by 100 mg. 
every 12 hours. Alternatively. if more frequent doses 
are preferred. two or four 50 mg. capsules may be 
given initially followed by one 50 mg. capsule four 
times daily. 

CHILDREN: Theusual dosageof MINOCIN mino- 
cycline HCl is 4 mg./Kg. initially followed by 2 mg./ 
Kg. every 12 hours. 

Fortreatmentof syphilis. the usual dosage of 
MINOCIN should be administered over a period of 
10-15 days. Close followup. including laboratory 
tests. is recommended. 

Gonorrhea patients sensitive to penicillin may be 
treated with MINOCIN. administered as 200 mg. 
initially followed by 100 mg. every twelve hours for 
a minimum of 4 days. with post-therapy cultures 
within 2-3 days. 

In the treatment of meníngococcal carrier state 
recommended dose is 100 mg. every 12 hours for 
five days. 


DOSAGE AND ADMINISTRATION: INTRAVE- 
NOUS. Note: Rapid administration is to be avoided. 
Parenteral therapy is indicated only when oral 
therapy is not adequate or tolerated. Oral therapy 
should be instituted as soon as possible. If intrave- 
nous therapy is given over prolonged periods of 
time. thrombophlebitis may result. 

ADULTS: Usual adult dose: 200 mg. followed by 
100 mg. every 12 hours and should not exceed 
400 mg. in 24 hours. The drug should be initially dis- 
solvedandthen further diluted to 500-1,000 cc. with 
either Sodium Chloride Injection USP. Dextrose 
Injection USP, Dextrose and Sodium Chloride In- 
jection USP, Ringers Injection USP, or Lactated 
Ringer's Injection USP but not in other solution 
containing calcium (a precipitate may form). 

The reconstituted solutions are stable at room 
temperature for 24 hours without significant loss of 
potency. Any unused portions must be discarded 
afterthatperiod.Thefinal dilution for administration 
should be administered immediately. 

CHILDREN: Usual pediatric dose: 4 mg./kg. fol- 
lowed by 2 mg./kg. every 12 hours. 

In patients with renal impairment: (See, Warn- 
ings?) 

Total dosage should be decreased by reduction of 
recommended individual doses and/or by extend- 
ing time intervals between doses. 


HOW SUPPLIED. Car sules—Minocycline Hydro- 
chloride equivalent to 100 mg. Minocycline..Hard- 
shell purple and orange. Bottles of 5O and 100; Unit 
Dose 10 x 10s. Product No. 5301. " 

Minocycline Hydrochloride equivalent to 50 mg. 
Minocycline. Hardshell orange. Bottles of 100 and 
Unit Dose 10 x 105. Product No. 5300. 

Syrup— Minocycline Hydrochloride equivalent 
to SO mg. Minocycline per teaspoonful (5 cc.). Pre- 
served with propylparaben 0.10% and butylparaben 
0.06% with Alcohol USP 5% v/v. Custard-flavored in 
bottles of 2 fl. oz. Product No. 5313. 

Intravenous—100 mg. vials of sterile cryodesic- 
cated powder. Product No. 5305. (Combined 5/73) 


MILITARY FSN 6505-149-0574 100mg LV. _ 
MILITARY FSN 6505-003-5112 
VA FSN 6505-003-5112A } 100 mg capsutes (505) 
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* Suspension 


Aristospan® 
Triamcinolone 
Hexacetonide 
.. FOR 
2> INTRALESIONAL USE 
11-5 mg./ee. 
NOT FOR 
54 ‘INTRAVENOUS USE 
CAUTION Federai 
Prohibits dispensing 


without prescription 


5 ce. VIAL 











ARISTOSPAN «ssi 


TRIAMCINOLONE HEXACETONIDE bmg per cc) 


The hexacetonide ester of the potent glucocorticoid triamcinolone... 


the most useful potency (5 mg. per cc.) 


- lesions respond to intralesional dosage of 0.5 mg. or less per square inch 
* indicated in intralesional or sublesional therapy of cystic acne, alopecia areata, sebaceous cysts, 
nummular eczema, keloids, lichen planus, lichen simplex chronicus, discoid lupus erythematosus, 


neurodermatitis, and psoriasis 


the most useful package size (5 cc. in a 12.5 cc. vial) 


- over-sized vial facilitates addition of diluents 


low solubility resulting in slow absorption from injection site 


COMPARATIVE SOLUBILITY OF INJECTABLE CORTICOIDS 


Dexamethasone phosphate 
'Triamcinolone acetonide 
Betamethasone acetate 

Methylprednisolone acetate ....... 
Prednisolone tertiary butyl acetate ... 
ARISTOSPAN Triamcinolone Hexacetonide 
(Based on data on file at Lederle Laboratories) 





DESCRIPTION: A suspension containing 5 mg./cc. of micronized triam- 
cinolone hexacetonide in the following inactive ingredients: Polysorbate 

80 USP 0.20°7, w/v; Sorbitol solution USP 50.00%, v/v; Water for Injection 
q.s. 100.00% v. Preservative: Benzyl Alcohol 0.90%, w/v. 


CONTRAINDICATIONS: Do not give intravenously. (Absolute) Active, 
latent or questionably healed tuberculosis; ocular herpes simplex; acute 
psychosis. Hypersensitivity to any component. (Relative) Active peptic 
ulcer; acute glomerulonephritis; myasthenia gravis; osteoporosis; fresh 
intestinal anastomoses; diverticulitis; thrombophlebitis; psychic disturb- 
ances; diabetes mellitus; hyperthyroidism; acute coronary artery disease; 
hypertension; limited cardiac reserve; local or systemic (including fungal 
and exanthematous) infections; pregnancy, particularly during the first 
trimester; when previous injections have produced local atrophy; in the 
presence of infection in or near the dermatologic lesions to be injected. In 
above, consider the risks against anticipated gains. 


WARNING: Unilateral blindness has been reported following steroid injec- 
tion in the scalp (extremely rare). Weigh possible benefits against possible 
risks when injecting into facial or scalp region. 


PRECAUTIONS: Upon anaphylactoid or other severe reactions or idiosyn- 
crasy, discontinue therapy; take proper measures. Withdraw gradually after 
prolonged treatment. When patients on ARISTOSPAN, or up to two years 
after discontinuance, are subjected to unusual stress (trauma, surgery), 
consider use of a soluble corticosteroid. Corticosteroid therapy may obscure 
symptoms of developing infection; if it occurs, treat appropriately. Growth 
suppression of children is possible during prolonged use. Corticosteroid 
therapy provides symptomatic treatment and does not obviate the need for 


Percentage solubility in water at 25 


0.0002 





conventional measures. INTRALESIONAL, SUBLESIONAL USE: Over- 
dosage (single, or repeated injections into the same intralesional site) may 
produce local subcutaneous atrophy, delaying recovery for several months. 
Avoid entering a blood vessel. 


ADVERSE REACTIONS: INTRALESIONAL, SUBLESIONAL: (Most 
troublesome) Subcutaneous atrophy at injection site (usually due to 
frequency of injection, overdosage, inadequate dilution, too great a volume). 
LOCAL EFFECTS: abscess, erythema, pain, swelling, necrosis, intradermal 
calcification at injection site, hypopigmentation, hyperpigmentation. 
SYSTEMIC EFFECTS: infrequent, but possible: depression of appetite 

(in contrast to voracious appetite ordinarily encountered with other gluco- 
corticoids; mood depression (most common corticosteroids may cause 
euphoria); mild early diuresis making edema uncommon (common gluco- 
corticoids cause sodium retention and edema); myopathy with muscle 
weakness involving thighs, pelvis and lower back (may occur more frequently 
than with other corticosteroids). GENERAL GLUCOCORTICOID 
EFFECTS: Cushingoid changes such as: acne, flushing, moon face, hirsu- 
tism, etc.; endocrinologic effects such as amenorrhea, menstrual irregularity, 
aggravation of pre-existing and/or precipitation of latent diabetes mellitus; 
skeletal changes such as osteoporosis, spontaneous fractures, aseptic 
necrosis of hip, humerus, and metacarpals; psychic disturbances, insomnia, 
headache, increased intracranial pressure with papilledema (pseudotumor 
cerebri) , convulsions; exophthalmos, increased intraocular tension, subcap- 
sular cataracts; peptic ulcer with possible perforation and hemorrhage; 
ulcerative esophagitis; thromboembolic disease, ecchymoses, purpura, 
leukopenia; negative nitrogen balance; hypertension; and rarely, necrotizing 
angiitis and acute pancreatitis. These systemic effects are unlikely to occur 
when drug is used as recommended. 


ec LEDERLE LABORATORIES A Division of American Cyanamid Company, Pearl River, New York 10965 


662-2 


Treat Sensitive, Irritated, Stubborn, 


Pustular Acne Gently! 









Val contains Sodium Sulfacetamide. Prior m se 
fms of powder from Vial to Lotion The compe» 
um Sulfacetamide 10°. Hydrocortisone ^: 


| Use Within 4 Months of Dispensing 
mye tnd Indications — Acne Vulgaris. Shake Wel $ 
Panels. 


$ Federal law prohibits dispensing without yest 
‘Diy. Keep Away From Eyes. (Keep this and al cte = 


Dermik Syosset A 
Cool Place Net Wt. as Doe 


Soft as a Fleecy Cloud. 





ULFACET-HC 


Drying without Irritation. 
SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


EPe«-mmmnülh | WHERE RESEARCH AND ECONOMY COME FIRST! Syosset, N. Y. 11791 


PRECAUTIONS: If excessive dryness or irritation occurs, discontinue use temporarily. *Contraindications — 1 Hydrocortisone — skin tuberculosis, 
viral infection, herpes simplex, vaccinia or varicella. 2 Sulfacetamide — kidney disease or previous sensitivity to sulfonamides. 


odium Sulface 


PLAN NOW TO ATTEND 
AMA’s 2nd INTERNATIONAL HEALTH CONFERENCE 
MARCH 23-APRIL 7, 1974/AUSTRALIA 


Co-sponsored by American Medical Association and Australian Medical Asso- 
ciation, with cooperation by New South Wales Branch of the Australian Medical 
Association, the Australian Post-Graduate Federation and Post-Graduate Com- 
mittees of the University of New South Wales and the University of Sydney 
Medical Schools, and the Royal Australian College of General Practitioners. 


e Attend provocative scientific meetings in Sydney. 

e Bring your family! Special activities are planned for guests. 

e Sightsee with tour guides in Sydney, Canberra, Melbourne. ..and more. 

e Take advantage of optional tours to such exotic places as Tasmania, Fiji, 
Tahiti, New Zealand, Honolulu, the Great Barrier Reef and the Orient. 


You'll find it a very good place indeed! For details, write: Australian Scientific 
Conference, AMA, 535 N. Dearborn Street, Chicago, Illinois 60610. 





Australia. 
Its Murry Budgeree! 


*that’s aboriginal for a very good place to be...especially in March and April, 
Australia’s autumn. 
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One for all 
In stubborn scalp seborrhea. 


In severe scalp seborrhea and psoriasis, Sebutone 
penetrates and removes crusty scales and excess oil. 
It also helps stop itching. Westwood tar, the first tar 
to be both chemically and biologically standardized, 
keeps Sebutone's therapy effective. As proven under 
a Wood's light, Westwood tar provides uniform 
therapeutic activity and full 72-hour residual action 
Try Sebutone...the therapeutic tar shampoo for all. 
See PDR. Supplied: 4 fl. oz. bottles. 

Contains: WESTWOOD? TAR (equivalent to 0.5% Coal Tar USP) in 
SEBULYTIC® brand of soapless cleansers and wetting agents; KEROHYDRIC® 


brand of dewaxed, oil-soluble, keratin-moisturizing fraction of lanolin; 
with micropulverized sulfur 2%; salicylic acid 2%. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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dandruff 
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scalp 
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el (betamethasone benzoate) 
* Federal law prohibits dispensing k 
a prescription. E ES 
Benisone® Gel 0.025% contains the active Bey ES 
oid compound. betamethasone benzoate, 
e 17-benzoate ester-of betamethasone, hav- 
ing the chemical formula of 9a-fluoro-118, 17, 
21-trihydroxy-168-methylpregna- ds 4-diene-3, 
20-dione 17-benzoate. * 
Benisone® Gel contains betame e 
zoate in a specially formulate ; 
sisting of 13.8% (w/w) á 
polymer, propylene gl 
diisopropanolamine and puri 
gel is self-liquefying, clear, 


Benisone* Gel (betameth 
benzoate) can deliver efft POSEE 
$ . 1 Bus o In this formulation the active i 

adjunctive treatment WM OUE M cree soiubitized and remains 
occlusion...eveniggBÉoriasis. ations: Benisone "Get 
But why “specigPéelivery”? 

Because,Benisone Gel 
delivers ąffuorinated cortico- 
steroigrester completely 
dis&Olved in the base. 
Because its unique gel 
vehicle enhances rapid 
percutaneous absorption of 
the steroid. 

Because its paraben-free 
vehicle dries quickly to 
an invisible, non-greasy film 
and thus delivers cosmetic 
elegance. 
And because Benisone Gel. 
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^ |". Barset Thera-Spray 
lets you treat the scalp 


.0t the hair. 


BARSEB THERA- SPRAY 
the triple action topical 
spray that brings aerosol 
convenience to the treat- 
ment of seborrheic 
dermatitis. THERA - SPRAY 
is an easily applied medica- 
tion that your patients will be 
happy to use. And they'll 
appreciate the economy that 
THERA= SPRAY offers. 


THERA=SPRAY’s unique 
applicator applies the 
medication to the area 

needing treatment—without 
disturbing the hair style. 
Cosmetically approved, 
THERA= SPRAY is clear, 
non-staining and odorless. 
Whether used in the office 
or home, BARSEB 
THERA = SPRAY has proven 
effective and convenient for 
both the dermatologist and 
patient. 





Division of Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Road, Sunnyvale, California 94086 


< BARNES-HIND LABORATORIES 


CONTENTS: Each 120 g. bottle con- 


tains: 
Hydrocortisone alcohol ...... 360 mg. 
Salleylic acid es 12. 288 mg. 
Benzalkonium chloride ........ 14 mg. 
Propylene glycol ............... 7 g. 
Isopropyl! myristate ............. 6g. 
cado RSS ere ron 46 g. 
Dichlorotetrafluoroethane 

(Propeliaht) eee 60g 


WARNING: While topical steroids have 
"not been reported to have an adverse 
effect on pregnancy, the safety of their 
se has not been absolutely estab- 
lished. Therefore, they should not be 
——used extensively on pregnant patients 
in large amounts nor for long periods 
of time. 
oid inhalation, ingestion or contact 
S or nose. 
TIONS: Transient discomfort 
ur when first applied to an 
-Scalp. This normally disap- 
di repeated use. Discontinue 
* 


inflam 
pears 


$ 


use if condition does not improve or 
if sensitivity reactions occur. The anti- 
inflammatory action of hydrocortisone 
may mask the presence of infection. 
If bacterial or fungal infection exists 
or supervenes, concomitant anti- 
microbial or antifungal therapy should 
be considered. When topical steroids 
are used on large areas of skin for 
long periods of time, there is the pos- 
sibility of systemic absorption. Should 
adrenal suppression, electrolyte im- 
balance,: metabolic changes, or other 
symptoms of systemic absorption oc- 
cur, suitable counter measures should 
be taken. Precautions should be taken 
when hydrocortisone is used in the 
treatment of skin diseases associated 
with impaired circulation, such as 
stasis dermatitis. 


CAUTION: U.S. Federal law prohibits 
dispensing with prescription. 


BARSEB9 THERA=SPRAY 
available in Canada. 


is also 








Gently with 


Fostril 


drying lotion for acne 


Fostril treats acne in blondes and 
brunettes, too. It gets them through the 
adolescent crisis of acne flare-up. 
Fostril is specific for acne— one to 
three applications of Fostril daily will 
control acne in most of your patients. 
See PDR. Supplied: 1 oz. tubes. 


Active ingredients: LIPOSEC® brand of polyoxyethylene 
lauryl ether 6%; micropulverized suifur 2% 





WESTWOOD PHARMACEUTICALS INC., 


Buffalo, New York 142413 
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ME he thing 
to squeeze 
for acne 


Proven Therapeutic 

Edge in Acne 

Now available in Both Regular 
and New Lemon Scented 





§ Does not traumatize patient...no excessive 
irritation or undesirable erythema. 


§ Noticeable rapid improvement. 


§ Offers individualized therapy to meet the 
specific needs of each patient. 


§ Combines polyethylene granules with sulfur 
and salicylic acid in a surfactant base. 


§ Dries and desquamates skin with a high de- 
gree of safety and flexibility. 


§ Unequaled patient acceptance and coopera- 
tion...leaves the skin with a smooth feeling after 
the first Pernox wash. 


WESTWOOD PHARMACEUTICALS INC 
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*" Contents: DESQUAMEX® 
brand of microfine granules 

I ethylene in SEBULYTIC® 

t 'apless cleansers and 


Pernox 


lathering scrub cleanser 
for acne 


., Buffalo, N.Y. 14213 







Original Contributions 


Arch Dermatol/Vol 108, Dec 1973 


Lupus Erythematosus 


and Porphyria 


Coexistence in Seven Patients 


David L. Cram, MD; John H. Epstein, MD; 
Denny L. Tuffanelli, MD, San Francisco 


Lupus erythematosus (LE) and porphyria 
can occur together in the same patient and 
present special problems in diagnosis and 
management. At least 17 cases of coexist- 
ing LE and porphyria have been reported in 
the literature and this report describes in 
detail seven additional patients with this 
combination. The intriguing question is 
whether the two diseases might be present 
by some common pathogenic mechanism, 
but as yet, any etiologic relationship is un- 
clear. The increasing number of reports in 
the literature indicates that physicians car- 
ing for patients with either LE or porphyria 
should be alert to signs or symptoms sug- 
gesting this dual disease process. This is 
especially important when considering the 
course of therapy. 


he simultaneous occurrence of the 

two uncommon diseases lupus 
erythematosus (LE) and porphyria in 
the same patient stimulates interest, 
especially since the cause of both dis- 
eases is unknown. When this combi- 
nation is reported more frequently 
than can be attributed to chance, it 
takes on major importance, not only 
because of the need for clinical recog- 
nition but also because it may pro- 
vide a clue to the pathogenesis of 
either disease. 





Accepted for publication Aug 1, 1973. 

From the Department of Dermatology, Uni- 
versity of California School of Medicine, San 
Francisco. 

Reprint requests to Department of Dermatolo- 
gy, University of California, San Francisco 
94143 (Dr. Cram). 


Seventeen patients with coexisting 
LE and various forms of porphyria 
(primarily porphyria cutanea tarda 
[PCT]) have been reported in the lit- 
erature."'* Beside the possibility of 
chance association,'? several reasons 
for this dual occurrence have been 
postulated*: a common genetic fault, 
an acquired metabolic fault resulting 
in porphyria with preexisting LE, 
porphyria causing an autoimmune 
response (LE), and a genetically de- 
termined metabolic fault for porphy- 
ria that is precipitated as a conse- 
quence of LE. However, none of the 
clinical evidence presented so far 
clearly identifies an etiologic rela- 
tionship between the two diseases. 

We have observed seven additional 
patients with combined LE and PCT 
(Table). In this paper, we describe in 
detail our seven patients, review the 
literature, and attempt to define more 
precisely not only the clinical impli- 
cations of this unique combination 
but also the possible etiologic mecha- 
nisms by which these two diseases 
may coexist. 


Report of Cases 


Case 1.— A 59-year-old white man had 
an eight-year history of a sunlight-aggra- 
vated, scaling, scarring eruption involving 
his face, chest, back, and arms. A diagno- 
sis of LE had been made in 1958. For about 
four years, he had Raynaud phenomenon 
involving his fingers and dyspnea on exer- 
tion. More recently, he had developed blis- 
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Fig 2. — Increased facial hair from PCT 
(case 2). 


ters following trauma to the dorsa of his 
hands. He was a chronic alcoholic. 

In March 1966, evaluation at the Uni- 
versity of California Medical Center 
(UCMC) in San Francisco revealed erythe- 
ma, scaling, and thickening of the skin of 
the face, neck, ears, upper trunk, arms, 
and hands. Scar formation of the perioral 
skin and tip of the nose resulted in a moth- 
eaten appearance. The skin over his hands 
showed the features of both LE and PCT. 
His liver was palpably enlarged. Labora- 
tory studies disclosed a white blood cell 
(WBC) count within normal limits; a 
hemoglobin value of 16.5 gm/100 ml; an 
erythrocyte sedimentation rate (ESR) 
(Westergren method) of 31 mm/hr; and 
a positive antinuclear antibody (ANA) 
test. The serum iron value was 1064g/ 
100 ml, with an iron-binding capacity 
of 365ug/100 ml. Sulfobromophthalein 
(Bromsulphalein [BSP]) was elevated to 
9% retention at 45 minutes. A liver biopsy 
specimen showed moderate fatty meta- 
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Fig 1. — Eroded areas from PCT over fingers and hands (case 2). 
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morphosis and a trace of iron present in 
the liver parenchyma. Pulmonary func- 
tion studies were normal. A 24-hour urine 
specimen for porphyrins revealed a uro- 
porphyrin value of 2,400ug and a copro- 
porphyrin value of 400ug. No porphobili- 
nogen was detected. 

The patient was advised to stop alcohol 
consumption; his skin was treated with 
topical application of 0.1% triamcinolone 
acetonide cream, and there was improve- 
ment in the condition. He did not return 
and follow-up letters revealed that he had 
been admitted to a psychiatric hospital in 
1969, following which he suffered a cere- 
brovascular accident. Determination of 
the urinary porphyrin values in June 1972 
revealed no marked elevation, possibly 
because of the restriction of alcohol while 
he was in the hospital. We have no further 
detailed knowledge of the status of his LE 
except that it was thought to have contrib- 
uted to his mental deterioration. 

Case 2.— A 46-year-old white woman 
was first seen in September 1971 when she 
had a ten-month history of fatigue, weight 
loss, and arthralgia. She stated that she 
had been mildly anemic for the previous 
six or seven years. Four months prior to 
being seen, she had started receiving oral- 
ly adminstered conjugated  estrogens 
(Premarin). Soon after, she developed blis- 
ters and erosions over the dorsa of her 
hands (Fig 1) and feet and the extensor 
aspects of her forearms following trauma. 
She also noted a progressive increase in 
facial (Fig 2) and arm hair. She denied 
alcohol intake and had been taking no 
other medications. 

Laboratory investigations revealed a 
hemoglobin value of 13.5 gm/100 ml and a 
WBC count of 3,450/cu mm, with a normal 
differential count. An ANA test was posi- 





LE Onset 
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(SLE) 


*Patient was an alcoholic. 


tive at a titer of 1:160. Direct immunoflu- 
orescent techniques applied to a biopsy 
specimen of skin from the dorsal area of 
the hand revealed in vivo binding of IgG to 
the dermoepidermal junction and about 
the dermal blood vessels (Fig 3). Bound 
complement (C?) was not present. Liver 
function tests were normal, and serum 
tests for hepatitis-associated antigen 
(HAA) and smooth-muscle antibodies 
(SMA) were negative. Twenty-four-hour 
urine specimens for porphyrins revealed a 
uroporphyrin value of 2,373ug and a co- 
proporphyrin value of 300ug. Heptacar- 
boxylic porphyrin was one of the major 
fractions of porphyrin that was found with 
the use of thin-layer chromatography. 

Therapy with orally administered conju- 
gated estrogens was discontinued. The 
presence of systemic LE (SLE) with leuko- 
penia and anemia precluded the use of 
phlebotomy for treatment of the PCT, and 
therapy was directed to the SLE. She be- 
gan receiving orally administered predni- 
sone, 40 mg daily, with gradual improve- 
ment of the SLE. Follow-up determina- 
tions of her urinary porphyrin values has 
shown progressive decline and she has had 
no further blistering of the skin. 

CasE 3.— A 46-year-old black man first 
noted the onset of fragility and blistering 
of sun-exposed areas of the skin in 1964. 
Sclerodermoid changes gradually ap- 
peared on the face, upper trunk, and arms 
(Fig 4). Urinary porphyrin determinations 
yielded a uroporphyrin value of 10,380ug/ 
24 hr and a coproporphyrin value of 1,200 
peg/24 hr. The solvent partition values 
for heptacarboxylic porphyrin revealed 
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1, M, 59 1958 196 
(SLE) 

2, F, 46 1971 197 
(SLE) 

3, M, 46 1967 196 
(SLE) 

4, F, 36 1969 196 
(SLE) 

5, M, 42 1970 197 
(DLE) 

6, F, 46 1964 196 
(SLE) 

Z4, F,:.52 1971 196 


Seven Cases of Combined LE and Porphyria 





Laboratory 


Signs & Symptoms Medications* Data 








Course 





ut Leukopenia, +ANA, fatty 
liver; uroporphyrins, 
2,400,4g/24 hr 


.E eruption, light-exposed areas; 
bullae; sclerodermoid changes; 
Raynaud disease, dyspnea 







Psychotic; recent urine sample 
negative for porphyrins 





PCT precipitated by 
estrogens 


Leukopenia, anemia, +ANA; 
no SMA; uroporphyrins, 
2,373ug/24 hr 


\rthralgia, fatigue, bullae, 
hirsutism, hyperpigmentation 







Low-dose orally administered 
corticosteroids with remission of 
SLE; chemical PCT 





LE (?) precipitated by 
phlebotomy* 


Leukopenia, +ANA, fatty 
liver; no SMA; uroporphyrins, 
1,372ug/24 hr 


\rthralgia, LE eruption on face 
& hands; bullae; sclerodermoid 
changes 


SLE controlled by orally administéred 
corticosteroids; porphyria persists 










PCT precipitated by Leukopenia, anemia, +ANA; 
anovulatory medication ` uroporphyrins, 4544g/24 hr 


\rthralgia, fatigue, bullae, 
hirsutism, hyperpigmentation 






No chemical porphyria 1970; not 
available for follow-up 





co Basement membrane fluo- 
rescence in skin lesion 
(anti-IgG); uroporphyrins, 
1,431ug/24 hr 


.esions of DLE over face, trunk, 
& extremities 







DLE improved with topically applied 
0.1% triamcinolone acetonide 
cream; chemical PCT 





ig Leukopenia, +LE preps, +ANA; 
fatty liver; uroporphyrins, 
940ug/24 hr 


-E eruption on face, neck, upper 
trunk; hirsutism, hyperpigmentation, 
sclerodermoid changes 








Died May 1968 of SLE, pulmonary 
vasculitis 





eae Leukopenia, anemia, +ANA, low 
serum complement; elevated 
urinary light chains; uropor- 


Neight loss, dyspnea, hirsutism, 
hyperpigmentation, hypertension 


this to be one of the major fractions of 
porphyrin found in the urine. Other lab- 
oratory studies revealed a WBC count of 
4,050/cu mm, with a moderate lymphocy- 
tosis. The hemoglobin value was 15 
gm/100 ml; the ESR and urinalysis were 
within normal limits. The BSP was 11% 
retention at 45 minutes, and a biopsy spec- 
imen of the liver revealed a mild fatty 
metamorphosis with marked increase of 
iron deposits in the liver parenchyma. 
There was also marked fluorescence of the 
liver biopsy specimen. With the possible 
exception of a slight leukopenia, there was 
no evidence of LE in 1964 and the patient 
was treated by phlebotomy. Despite the 
alcoholism of the patient, the urinary por- 
phyrins and cutaneous changes of PCT 
gradually improved with repeated phlebo- 
tomy therapy. However, the hemoglobin 
value began to decline, and in 1967 the 
patient developed arthralgia and an LE- 
like eruption over his ears, face, and 
hands. Laboratory studies at this time 
revealed marked leukopenia and a posi- 
tive ANA test. Direct immunofluorescent 
techniques applied to a biopsy specimen of 
uninvolved skin revealed the presence of 
IgG bound to the basement membrane. 
There were no HAA and SMA in the pa- 
tient’s serum. Phlebotomy was discontin- 
ued; therapy was begun with orally ad- 
ministered prednisone, with control of his 
LE. The last determination of urinary 
porphyrins in June 1972 revealed a uro- 
porphyrin value of 1,372ug/24 hr and a 
coproporphyrin value of 134ug/24 hr. He 
avoided sun exposure and noted no further 
fragility or blistering of his skin. 
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phyrins, 1,2974g/24 hr 


CasE 4.—In June 1966, a 36-year-old 
black woman noted the onset of pink-col- 
ored urine; blisters on the fingers and 
hands; increased pigmentation of the face, 
hands, and feet; and increased facial and 
arm hair. She had been taking an anovu- 
latory drug for one year prior to the onset 
of these changes. During this same year, 
she had suffered malaise, fatigue, and a 
5.0-kg weight loss. The urinary porphyrin 
values reported at this time were 
454ug/24 hr for uroporphyrins and 
213ug/24 hr for coproporphyrins. Results 
of liver function studies were reported to 
be abnormal. The patient was advised to 
discontinue all medications and the use of 
alcohol and to avoid direct exposure to 
sunlight. 

In April 1967, she was admitted to 
UCMC, San Francisco, for evaluation of 
an unexplained leukopenia. Physical 
examination at this time revealed a slen- 
der black woman who had areas of in- 
creased pigmentation on the light-exposed 
areas of her skin and a striking increase of 
hair over the forehead and cheeks. There 
were several vesicles on the fingers, as 
well as several areas of scarring about the 
fingertips. There was no evidence of organ- 
omegaly, and results of the remainder of 
the physical examination were within 
normal limits. Laboratory studies includ- 
ed a WBC count of 3,700/cu mm, with 25% 
neutrophils, 64% lymphocytes, and 11% 
monocytes. The serum iron value was 
1204g/100 ml and the total iron-binding 
capacity was 365ug/100 ml; BSP retention 
was 10% at 45 minutes. A 24-hour urine 
specimen revealed a uroporphyrin value of 








Died October 1971 of disseminated 
aspergillosis 





3,280ug and a coproporphyrin value of 
200ug. There was no evidence of urinary 
porphobilinogen. A bone marrow sample 
was obtained to evaluate the patient's 
leukopenia, but no diagnostic abnormali- 
ties were found. X-ray films revealed that 
the patient had a normal chest. The LE 
cell preparations at this time were normal. 

In October 1969, she returned to UCMC 
with a complaint of abdominal pain, at 
which time she was found to have leuko- 
penia, anemia, and a malar skin rash. She 
also complained of lethargy and dyspnea 
onexertion. An ANA test at this time was 
positive and her hemoglobin value was 11 
gm/100 ml. Urinary uroporphyrin and 
coproporphyrin values were elevated. 
Pulmonary function studies revealed re- 
duced respiratory and vital capacities and 
reduced flow rates. Therapy with orally 
administered prednisone was begun. 

The patient was last seen in January 
1970, at which time she still had leuko- 
penia, anemia, and a positive ANA test 
while receiving low-dose alternate-day 
prednisone orally. Urinary porphyrin 
studies were normal, and there was no fur- 
ther blistering of the skin. 

Case 5.— A 42-year-old white man was 
admitted to UCMC, San Francisco, in Feb- 
ruary 1972 with a two-year history of an 
erythematous, scaling eruption involving 
the face, hands, forearm, and trunk. Skin 
biopsy of the eruption was diagnostic of 
discoid LE (DLE). The patient admitted to 
excessive alcohol intake. Results of the 
remainder of his physical examination 
were within normal limits. Laboratory 
studies disclosed the following values: 
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Fig 3. — Deposition of IgG at dermoepidermal junction and about dermal blood vessels in biopsy of 
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sun-exposed skin (case 2) (original magnification x 400). 


WBC count, 5,500/cu mm, with a normal 
differential count; hematocrit, 49.5 
mg/100 ml; and ESR, 12 mm/hr. Liver 
function studies were normal. Biopsy of an 
erythematous lesion from the left forearm 
for direct immunofluorescence revealed a 
deposition of IgG and complement (C?) at 
the dermoepidermal junction. The patient 
had no clinical signs of porphyria, but be- 
cause of his history of alcoholism, quanti- 
tative determination of urinary porphyr- 
ins was done, revealing a uroporphyrin 
value of 1,43514g/24 hr and a copropor- 
phyrin value of 494g/24 hr. He had re- 
ceived no prior medications. The patient's 
skin eruption was treated effectively with 
topical application of 0.1% triamcinolone 
acetonide cream, as well as low doses of 
orally administered prednisone. At the 
last examination, his skin lesions were 
remarkably improved, but the urinary 
uroporphyrin values remained elevated. 
The patient was encouraged to discontinue 
alcohol intake but was unwilling to com- 
ply. 

CasE 6.—A 46-year-old white woman 
had been well until 1963, at which time 
she developed generalized arthralgia and 
an erythematous rash over her face and 
chest. The diagnosis of SLE was made in 
1964 and prednisone therapy, 30 mg/day, 
was begun. She was first seen in 1966 at 
UCMC, San Francisco, at which time her 
ANA test was strongly positive. The pa- 
tient was to take maintenance doses of 
prednisone orally, but she stopped her 
clinic appointments and took this medica- 
tion irregularly. She had a history of alco- 
holism. 

The patient was again seen at UCMC in 
May 1968 for dyspnea, which was present 
when she was at rest. Examination of her 
skin showed erythematous atrophic 
plaques of LE on sun-exposed areas, hirsu- 
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tism, and hyperpigmentation of the face. 
She also had a large sclerodermoid plaque 
over the anterior parts of the neck and 
chest (Fig 5). A urinary porphyrin deter- 
mination revealed a uroporphyrin value of 
940ug/24 hr and a coproporphyrin value of 
4104g/24 hr. Because of increasing dysp- 
nea, she was admitted to the hospital. 
Laboratory studies revealed her WBC 
count to be 3,100/cu mm, with a normal 
differential count, and the platelet count 
was 18,000/cu mm. Chest x-ray films 
showed greatly enlarged pulmonary ar- 
teries but relatively clear peripheral lung 
fields. The BSP was 30% retention for 45 
minutes. She had an abnormal liver scan, 
with gross hepatomegaly and decrease in 
tracer labeling of the liver, which was 
suggestive of extensive hepatic disease or 
infiltration. The LE preparations were 
positive and the ESR was 63 mm/hr. The 
ANA tests were positive, with an outlined 
pattern. 

The patient's chief complaint at the time 
of hospitalization was extreme dyspnea, 
and it was thought that she might have 
"lupus lung" on the basis of pulmonary 
vasculitis. A lung biopsy revealed an acute 
necrotizing vasculitis. Prednisone thera- 
py, 80 mg/day, was started. A few days 
after therapy with prednisone, a sputum 
specimen revealed numerous Staphylococ- 
cus aureus organisms and therapy with 
antibiotics was started. The patient con- 
tinued to do poorly and became lethargic 
and stuporous. Four days after admission 
to the hospital she died. Autopsy findings 
revealed necrotizing vasculitis of the pul- 
monary arteries, pulmonary arteriosclero- 
sis with pulmonary hypertension, and bi- 
lateral bronchial pneumonia secondary to 
an S aureus infection. There was also 
marked fatty metamorphosis of the liver, 
with minimal staining for iron. 


CasE 7.— A 52-year-old black woman 
was admitted to UCMC, San Francisco, in 
August 1971 for evaluation of an unex- 
plained weight loss. The patient stated 
that a diagnosis of PCT had been made six 
years prior to admission, after her discov- 
ery of "red" urine. She admitted to heavy 
alcohol intake. Since then, she had been 
avoiding the sun and had been treated for 
one year by phlebotomy. She had done 
well until approximately six months prior 
to hospital admission, when she noted the 
onset of lower abdominal pain followed by 
profuse vomiting and diarrhea. Such epi- 
sodes occurred every one to two weeks over 
a six-month period and she suffered a 
weight loss of 16.8 kg. Her appetite had 
been poor and there had been irregular 
episodes of fever. At the time of the first 
physical examination, she was a very thin, 
cachectic-appearing black woman with 
very dark skin on the face and the sun- 
exposed areas of the arms and hands. 
There was increased facial hair over her 
forehead and temples. Discrete palpable 
nodes were present in the cervical, axil- 
lary, and inguinal areas. 

Important laboratory data included a 
WBC count of 3,900/cu mm and an ESR of 
149 mm/hr. An ANA test was positive, 
with an outlined nuclear pattern. Urinary 
light chains were 80ug/ml (normal, less 
than 20ug/ml) and total serum comple- 
ment was 75 mg/100 ml, which was low 
normal. Her direct Coombs titer was 
weakly positive. Antibodies to single- 
stranded DNA, but not to double-stranded 
DNA, were demonstrated. A 24-hour urni- 
nary uroporphyrin value was 1,297ug and 
the coproporphyrin value was 2084g/24 
hr. The BSP was 10% retention in 45 min- 
utes. A liver biopsy specimen was normal. 
The serum iron value was 464g/100 ml 
and the iron-binding capacity, 198 mg/100 
ml. Therapy with orally administered 
prednisone, 50 mg daily, was started, and 
the patient was discharged from the hospi- 
tal; following the discharge, she did well, 
regaining 9.1 kg in weight. 

Three days prior to the patient's second 
hospital admission in October 1971, she 
suddenly developed palpitations and 
marked shortness of breath. On admis- 
sion, her respirations were rapid and shal- 
low; chest auscultation revealed slight 
basilar rales and her temperature was 
normal. The respiratory distress increased 
and she had a rapid downhill course, with 
decreasing pulmonary function. She also 
developed disseminated intravascular 
coagulation, and within two weeks of ad- 
mission she died. Autopsy revealed the 
cause of death to be disseminated aspergil- 
losis with involvement of the lungs, brain, 
and heart. 
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Fig 4.— Extensive sclerodermoid changes of 
PCT over face, trunk, and arms (case 3). 


Comment 


The occurrence of LE and porphy- 
ria in the same patient may be more 
common than presently recognized. 
With the addition of our seven pa- 
tients to the literature, at least 24 
cases of this combination have now 
been reported.'*!* The interpretation 
of previous reports of coexisting LE 
and porphyria is in some instances 
difficult, since the type of LE is not 
always clearly established and the 
type of porphyrin in the urine not 
always reported. From the evidence 
presented, the types of LE and por- 
phyria in the 24 cases follow: In the 
17 cases in the literature, SLE and 
PCT occurred in five cases; DLE and 
PCT, six cases; SLE and acute inter- 
mittent porphyria (AIP) four cases; 
DLE and AIP, one case; DLE and var- 
iegate porphyria, one case. In our 
seven cases, SLE and PCT occurred in 
six cases and DLE and PCT, in one 
case. 

Management of patients with LE 
and porphyria presents special prob- 
lems. It is now well-recognized that 
estrogens and oral contraceptives can 
precipitate PCT'® and were probably 
responsible for this disease in two of 
our patients (cases 2 and 4). The oral 
contraceptives have become one of the 
most common causes of PCT in wom- 
en. Women who are taking oral con- 
traceptives who develop PCT often 
come to their first examination with 
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sun sensitivity and facial hirsutism, 
the importance of which is frequently 
not appreciated by the physician. The 
exact mechanism by which these hor- 
mones induce PCT is not understood. 
Since there is also some evidence that 
oral contraceptives may aggravate 
or possibly even precipitate LE,*'* 
their avoidance by patients with co- 
existing LE and porphyria seems im- 
perative. 

Chloroquine is frequently used 
effectively in the treatment of LE. 
However, administration of this and 
related antimalarial drugs may pre- 
cipitate toxic reactions in patients 
with PCT.* In at least five reported 
cases of combined LE and porphy- 
ria} + the detection of the porphyria 
followed chloroquine administration. 
Felsher and Redeker'? have demon- 
strated that chloroquine administered 
to patients with PCT in daily doses of 
0.5 to 1.0 gm will cause a marked in- 
crease in urinary uroporphyrin excre- 
tion. An acute hepatotoxic reaction 
occurs, lasting one to three days, fol- 
lowed by a clinical and biochemical 
remission of the PCT. At this stage, 
the patient no longer develops toxic- 
ity by further chloroquine adminis- 
tration. Vogler and associates,” Tal- 
jaard and associates,”! and Kowertz? 
have recently reported the successful 
treatment of patients with PCT by 
administering chloroquine in smaller 
doses without inducing serious hepa- 
totoxic reactions. This might seem 
like an ideal treatment for cases of 
combined PCT and LE; however, 
chloroquine, even in small doses, can 
potentially produce severe toxicity in 
PCT, and such a stress could be 
hazardous. 

Phlebotomy is the treatment of 
choice in PCT,” but exactly how it 
produces remissions is not completely 
established. Although not a consis- 
tent finding, many patients with PCT 
have hyperferremia, which along 
with the urinary uroporphyrins tends 
to be reduced by repeated phleboto- 
my. Whatever its mechanism of ac- 
tion, phlebotomy is contraindicated 
in the presence of anemia and leuko- 
penia and should not be used in pa- 
tients with combined PCT and SLE. 
In fact, repeated phlebotomy may 
have been a stress factor contributing 
to the onset of SLE in one of our pa- 








Fig 5.—Hyperpigmentation and atrophic 
plaques of LE over face and neck and sclero- 
dermoid plaque of PCT on neck and chest (case 
6). 


tients (case 3). 

From the previously mentioned 
data, it is clear that patients with 
combined LE and porphyria present 
special therapeutic problems. Our 
approach has been to avoid the use of 
estrogens, oral contraceptives, and 
hepatotoxic drugs, to encourage the 
patient to stop alcohol consumption, 
and to direct our therapy mainly to 
the LE by prescribing topically ap- 
plied and orally administered cortico- 
steroids. In four of our patients (cases 
2 to 5), this treatment resulted in 
improvement of the PCT. 

The intriguing question that re- 
mains unanswered is whether LE and 
porphyria might be related by some 
common pathogenic mechanism. The 
increasing number of reports in the 
literature and the addition of our sev- 
en patients suggests that there may 
be a causal relationship. Simultane- 
ous onset or a consistent sequential 
pattern of the two diseases might add 
support for a common pathogenesis. 
Simultaneous symptoms and recogni- 
tion occurred in only one of our pa- 
tients (case 2). There was no consis- 
tent sequence of LE preceding or fol- 
lowing the detection of PCT. It may 
be that both diseases are initially la- 
tent and are precipitated by various 
stress factors, which include fatigue, 
exposure to sunlight, use of alcohol, 
use of drugs, and phlebotomy. 
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Although excessive alcohol inges- 
tion with liver disease was present in 
four of our patients (cases 1, 3, 6, and 
7), other patients had no evidence 
of liver disease. We agree with Harris 
and associates? that liver. dysfunc- 
tion, other than abnormal porphyrin 
metabolism, is not a consistent find- 
ing in PCT associated with LE. Our 
experience also suggests that the 


porphyria is not secondary to “lupoid — 


hepatitis" as suggested by some au- 
thors.$ 

Epidermal basement membrane 
fluorescence, not unlike that seen in 
LE, can be found by direct immuno- 
fluorescent techniques applied to skin 
biopsy specimens from sun-exposed 
areas of patients with PCT.**6 These 
deposits of immunoglobulin (usually 
IgG) and sometimes complement may 
also appear about the dermal blood 
vessels (Fig 3). When the skin lesions 
of PCT and LE coexist, the deposits 
found in the biopsy specimen might 
be the result of an immunologic-me- 
diated skin injury, since this is con- 
sidered to be the mechanism of immu- 
noglobulin deposit in LE. 


1. Wolfram S: Uber porphyrinkolik: Ein bei- 
trag zur symptomatologie des erythematodes 
acutus. Hautarzt 3:298-300, 1952. 

2. Linden IH, et al: Development of porphyria 
during chloroquine therapy for chronic discoid 
lupus erythematosus. Calif Med 81:235-238, 
1954. 

3. Porphyria cutanea tarda: Chronic discoid 
lupus erythematosus, SOCIETY TRANSACTIONS. 
Arch Dermatol 71:278, 1955. 

4. Davis MJ, Vander Ploeg DE: Acute porphy- 
ria and coproporphyrinuria following. chloro- 
quine therapy. Arch Dermatol 75:796-800, 1957. 

5. Marsden CW: Porphyria during chloro- 
quine therapy. Br J Dermatol 11:219-222, 1959. 

8. Vickers CFH, Sneddon IB: Subacute sys- 
temic lupus erythematosus: Porphyria. Br J 
Dermatol 14:155-156, 1962. 

7. Passaron N, Lloveras JH, Vasquez E: Lu- 
pus eritematoso cronico exacerbado y porfiria 
aguda. Arch Argent Dermatol 12:299-303, 1962. 

8. Cripps DJ, Curtis AC: Toxic effect of chloro- 
quine on porphyria hepatica. Arch Dermatol 86: 
575-581, 1962. 

9. Harris MY, Mills GC, Levin WC: Coexis- 
tent systemic lupus erythematosus and porphy- 
ria. Arch Intern Med 117:425-428, 1966. 

10. Gordon W: The cutaneous lesions of sys- 
temic and chronic discoid lupus erythematosus 
` 'and porphyria symptomatica in the same pa- 
tient. Br J Dermatol 78:53-54, 1966. 

11. Porphyria cutanea tarda: Lupus erythe- 
matosus? SOCIETY TRANSACTIONS. Arch Dermatol 
93:382, 1966. 

12. Duperrat B, et al: Porphyria cutanee tar- 
dive et lupus erythemateux chez une splenec- 
tomisee. Bull Soc Fr Dermatol Syphiligr 15:424, 
1968. 


184 Arch Dermatol/Vol 108, Dec 1973 


In addition to the 17 cases of com- 
bined LE and porphyria previously 
reported in the literature, there have 
been several other autoimmune syn- 
dromes reported with PCT. At least 
three cases of autoimmune hemolytic 
anemia and PCT have been report- 
ed.?*?* A case of combined PCT, sele- 


roderma, leukopenia, and hemolytic, 
anemia was reported by Steiner and: 


associates.) An offspring of this pa- 
tient also had PCT. Taylor?! reported 
a case of PCT and scleroderma in 
which the patient died of heart dis- 
ease with sclerodermatous changes of 


the heart. Bariety and associates? 


found a thymoma in a PCT patient. 
Stimulated by these reports, Tio and 
associates!? studied patients having 
only PCT for the presence of autoanti- 
bodies and other serologic abnormali- 
ties, but they could find no substan- 
tial laboratory evidence to suggest 
that this disease is autoimmune in 
origin. Saeed-uz-Zafer and associ- 


ates? recently reported a case of co- 


existent Klinefelter syndrome, PCT, 
and SLE. Patients with chromatin- 
positive Klinefelter syndrome may 
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have an elevated frequency of auto- 
antibodies?! We have recently stud- 
ied a family in which an adult brother 
has SLE and his adult sister has PCT. 
This family will be the subject of a 
later report. 

It is conceivable from these reports 
that a disorder of the immune mecha- 
nism may underlie the hepatocellular 
lesion in combined PCT and LE, but 
from the evidence presented, any the- 
ories regarding either an autoim- 
mune or genetic relationship of LE to 
PCT must require substantial further 
study. What is worthy of further 
emphasis is that physicians caring for © 
patients with either LE or porphyria 
Should remain alert to signs or symp- 
toms suggesting this dual disease 
process and investigate them accord- 
ingly. This is especially important 
should the decision be made to treat 
the patient with estrogens, oral con- 
traceptives, chloroquine, ór phleboto- 
my. 
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Lupus Erythematosus and 


Polymorphous Light Eruption 


Differentiation by Histochemical Procedures 
Giles Panet-Raymond, MD, Waine C. Johnson, MD, Philadelphia 


Biopsy specimens from patients with sys- 
temic lupus erythematosus (SLE), discoid 
lupus erythematosus (DLE), and polymor- 
phous light eruption (PMLE) were studied 
for the presence of ground substance 
changes and for thickening of the base- 
ment membrane. The criteria used to iden- 
tify and classify these diseases are given. 
Our findings showed substantial and equal 
increase of hyaluronic acid in the middle 
and lower corium in specimens from pa- 
tients with both SLE and DLE but not in 
those with PMLE. Thickening of the base- 
ment membrane was found in a much 
greater proportion in patients with lupus 
erythematosus (LE) than in patients with 
PMLE. It is concluded that histochemical 
studies are of value for differentiating LE 
from PMLE. 


he purpose of this paper is to pre- 

sent results of a histochemical 
study of ground substance and base- 
ment membrane changes in cuta- 
neous lesions of polymorphous light 
eruption (PMLE), discoid lupus ery- 
thematosus (DLE), and systemic lu- 
pus erythematosus (SLE). In 1965, 
Johnson and Graham studied biopsy 
specimens from 50 patients with lu- 
pus erythematosus (LE) and selected 
20 specimens from this group, which 
showed ground substance changes on 
sections stained with hematoxylin- 
eosin.| These cases showed an in- 
creased amount of acid mucosacchar- 
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ide within the corium with histo- 
chemical properties of hyaluronic 
acid. An evaluation of the thickness 
of the basement membrane was made 
many years ago by Stoughton and 
Wells, but the proportion of patients 
with this change was not given.? 

The purpose of this study was to at- 
tempt to clarify the exact proportion 
of patients with LE who show an in- 
crease in acid mucosaccharide and to 
compare the amount and frequency of 
ground substance change and base- 
ment membrane thickening in DLE, 
SLE, and PMLE. 


Materials and Methods 


Specimens from skin lesions of 20 pa- 
tients with PMLE, 20 patients with DLE, 
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25 patients with SLE, and 100 patients 
with LE in which the type was not defi- 
nitely established were embedded in par- 
affin and sectioned. The sections were 
stained with hematoxylin-eosin, Alcian 
blue at pH 2.5 and 0.4, Movat’s penta- 
chrome 1 stain, colloidal iron with and 
without bovine testicular hyaluronidase 
digestion, and PAS with and without di- 
astase digestion. The methods for these 
staining techniques have been previously 
recorded.’ 

The diagnosis of PMLE in our series was 
determined by the patient’s history, the 
character and distribution of the skin le- 
sions, the histologic findings of those 
lesions, and results of clinical laboratory 
studies. The diagnosis was further sub- 
stantiated in most cases by reproduction of 
the lesions morphologically and histolog- 
ically. The repeat exposure technique with 
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Fig 1.—Systemic lupus erythematosus ground substance change in 25 cases. 


Fig 2. — Discoid lupus erythematosus ground substance change in 20 cases. 
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ultraviolet wave lengths shorter than 320 
nm was used to reproduce the skin le- 
sions.’ The duration of the lesions prior to 
biopsy varied from a few weeks to several 
months. 

The diagnosis of LE was based on the 
history, the clinical features, and the his- 
topathologic findings. Lupus erythema- 
tosus was considered systemic if the eryth- 
rocyte sedimentation rate was increased 
and the patient exhibited three or more 
of the following: leukopenia; positive 
LE factor; positive antinuclear factor; 
arthalgia with or without joint effusion; 
decreased serum complement; renal in- 
volvement (proteinuria, red blood cell 
casts, oval fat bodies, kidney biopsy speci- 
men showing lupus nephritis); or retinal 
changes (cytoid bodies exudates, hemor- 
rhage, arteriolar narrowing). The dura- 
tion of the lesions prior to biopsy varied 
from a few weeks to several years. 

Criteria for ground substance changes 
on hematoxylin-eosin-stained sections in- 
cluded separation, thinning and fragmen- 
tation of collagen fibers, an accumulation 
of amorphous or granular lightly basophil- 
ic material, edema, and the presence of 
spindle-shaped fibroblasts. For the purpos- 
es of this study, ground substance change 
intimately associated with solar elastosis 
was not included in the results. 


Results 


The staining with Alcian blue at 
pH 2.5, Movat pentachrome 1 stain, 
and colloidal iron confirmed earlier 
reports that the increased mucinous 
material present in LE was an acid 
mucosaccharide.5 This mucosacchar- 
ide was found to have histochemical 
properties of hyaluronic acid. It was 
removed by hyaluronidase digestion 
and did not react with Alcian blue at 
pH 0.4. It was generally found (Fig 1 
to 4) that the colloidal iron technique 
was much more sensitive for recogniz- 
ing an increase in ground substance 
acid mucosaccharide than hematoxy- 
lin-eosin, Alcian blue (pH 2.5), or 
Movat pentachrome 1 stain. The lat- 
ter two stains were considered simi- 
lar, for Alcian blue is the component 
of the Movat stain that demonstrates 
acid mucosaccharide. 


With Alcian blue at pH 2.5, Movat | 


pentachrome 1, and colloidal iron 
stains, an increase in ground sub- 
stance was seen in, 80% (20) of the 25 
patients with SLE; with hematoxylin- 
eosin-stained sections, it was seen in 
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7295 (18) of the 25 patients (Fig 1). 
This increased ground substance acid 
mucosaccharide was located in the 
middle and lower corium. The percent 
of patients with DLE with increased 
hyaluronic acid, demonstrated by the 
colloidal iron technique, was greater 
in 19 (95%) of the 20 patients than in 
patients with SLE (Fig 2). However, 
in two (10%) of those patients with 
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DLE (20), the increase was limited tc 
the superficial corium, thus leaving 
85% (17 of 20 patients) with an in- 
crease in the middle and lower cor- 
ium as compared with 80% (20) of the 
25 SLE patients with that increase. 
These figures are similar to that ob- 
tained (81% [81]) when material from 
100 patients was examined for 
ground substance change (Fig 3). 
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Fig 3. — Systemic and discoid lupus erythematosus ground substance change in 100 cases. 
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Fig 4. — Polymorphous light eruption ground substance change in 20 cases. 
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Fig 5. — Basement membrane thickening in 20 cases of PMLE and 100 cases of LE. 
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In contrast to patients with LE, 
patients with PMLE showed only 
minimal ground substance acid mu- 


cosaccharide change (Fig 4) This 


minimal increase was observed in 
sections stained with the colloidal 
iron and Movat (Alcian blue) stains, 
but it could not be recognized in he- 
matoxylin-eosin-stained sections. In 
two thirds of the cases of PMLE show- 
ing an' increase in mucosaccharide, 
the change was limited to the subepi- 
dermal area in contrast to the charac- 
teristic location in the middle and 
lower corium in cases of LE. 
Thickening of the basement mem- 
brane, as demonstrated by the PAS 
stain, was found in 7896 (78) of 100 
cases of LE compared to 35% (7) of 20 
cases of PMLE (Fig 5). Basement 
membrane thickening was seen in 17 
of 20 (85%) of the sections from pa- 
tients with DLE in comparison with 
16 of 25 (64%) of the sections from 
patients with SLE. The overall per- 
cent of sections from patients with LE 
showing thickening of the basement 
membrane (78% [78]) was similar to 
the percent (81%) showing an in- 
crease in ground substance mucosac- 
charide; however, these changes in 
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individual sections did not neces- 
sarily correlate. 


Comment 


There has been some speculation 
concerning a possible relationship 
between PMLE and LE.® In some 
cases, clinical data and results of rou- 
tine histologic studies may not allow 
distinction between the two diseases. 
Some studies indicate that approxi- 
mately 30% to 40% of the patients 
with LE are photosensitive and that 
the action spectrum falls in the sun- 
burn range (290 to 320 nm); these 
facts also make the distinction diff- 
cult.^$ The demonstration of immu- 
noglobulins and complement at the 
dermoepidermal zone is often found 
in lesions of both DLE and SLE®!° 
and ean serve as an aid to differen- 
tiate LE from PMLE, since it does not 
occur in PMLE. From our studies, it 
appears that histochemical evidence 
of an increased ground substance acid 
mucosaccharide in the corium may 
also be a definite aid in distinguish- 
ing LE from PMLE. The increased 
production of hyaluronic acid by the 
fibroblasts in LE is associated with a 
decreased formation of fibrillar ele- 
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Exfoliative Dermatitis 


A Clinicopathologic Study of 135 Cases 


LCDR George D. Nicolis, MC, RHN, Elson B. Helwig, MD, Washington, DC 


Among 135 patients with exfoliative 
dermatitis, the most common causative 
factors were drugs and preexisting derma- 
toses. Instances of idiopathic exfoliative 
dermatitis probably represent examples in 
which the cause was overlooked. In about 
one fifth of the patients the exfoliative der- 
matitis was associated with mycosis fun- 
goides and lymphomas. These patients did 
not develop specific clinical features indi- 
cating malignancy, but the lack of re- 
sponse to therapy should raise the question 
of an underlying malignant condition. Lym- 
phadenopathy, usually generalized, often 
accompanied severe manifestations of 
exfoliative dermatitis. Microscopic exami- 
nation was helpful in establishing the diag- 
nosis of exfoliative dermatitis. The histo- 
logic picture of an underlying preexisting 
dermatosis such as psoriasis, or lichen 
planus may be occasionally but not always 
diagnosed. Skin from patients with drug 
allergy may show histologic features simu- 
lating those of mycosis fungoides. 


xfoliative dermatitis has been a 
frequent topic of study since the 
first description by Hebra! in 1868. In 
the past, exfoliative dermatitis has 
been described as occurring in four 
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types: pityriasis rubra of Hebra' 
(1868), the Wilson-Borque type? 
(Wilson, 1876), erythema scarlatini- 
form? (Fereol, 1876), and epidemic 
exfoliative dermatitis! (Savill, 1891). 
More recently, the concept of dividing 
exfoliative dermatitis into distinct 
clinical entities has been abandoned, 
since such a classification is consid- 
ered to: be of no diagnostic value. Ex- 
foliative dermatitis is now considered 
a symptom complex that may be the 
result of many different causes. 

In this study, we have correlated 
the clinical and pathologic informa- 
tion from 135 patients with exfolia- 
tive dermatitis and have given spe- 
cial emphasis to the pathogenesis and 
relation to malignancy. 


Patients and Methods 


This report is based on the clinicopatho- 
logic findings of 135 patients. The materi- 
al was contributed by military, Veterans 
Administration, and civilian pathologists 
to the Armed Forces Institute of Pathology 
over a 36-year period. 

All cases with insufficient follow-up in- 
formation or nonavailability of skin and 
autopsy tissue and cases diagnosed as con- 
genital ichthyosiform erythroderma were 
excluded from this study. 

From 108 of the 135 patients in this 
study, both skin and autopsy tissue were 
examined. T'wenty-seven patients were 
still alive, and follow-up information was 
received up to the time that the present 
study was completed. Biopsy specimens 
of skin and lymph nodes from these pa- 
tients were studied. 

The follow-up period ranged from 1 
month to 24 years. The median duration of 
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the follow-up period was 12.2 years and 
the mean, 11.5 years. 

Tissues from skin, lymph node, and au- 
topsy specimens were stained with hema- 
toxylin-eosin, and in 80 cases special 
stains were available on the skin as fol- 
lows: Giemsa stain, PAS reaction with 
and without diastase digestion, the colloi- 
dal iron technique with and without bo- 
vine testicular hyaluronidase digestion, 
Snook reticulum, and Movat pentachrome 
stains. 

In addition, preparations for the identi- 
fication of melanin (Fontana-Masson 
stain), iron (Mallory stain), reticulum 
(Snook stain) and fat (oil red O) were done 
on lymph nodes from 30 patients with 
dermatopathic lymphadenitis. The pro- 
cedures were carried out as outlined in the 


Manual of Histologic Staining Methods of 


the Armed Forces Institute of Pathology.® 


Clinical Data 


The exfoliative dermatitis began 
with solitary or multiple erythema- 
tous pruritic patches that spread pro- 
gressively until most of the skin was 
involved. The palms and soles were 
usually spared, and lesions of the 
mucous membranes were not ob- 
served. Exfoliation was slight or 
prominent, superficial or deep (Fig 1 
and 2). Secondary infection caused by 
pyogenic organisms was a frequent 
complication. 

Pruritus was a prominent symptom 
and frequently occurred in parox- 
ysms. Malaise, headache, chilliness, 
and a burning sensation were the 
most frequent complaints. Loss of 
weight, tachycardia, warm and clam- 
my skin were among the most fre- 
quent symptoms and signs. 

Age.— The youngest patient in our 
series was 13 days of age, and the old- 
est, 79 years. The median age was 49 
years, and the mean, 44.7 years 
(Table 1). 

Sex.—Of the 135 patients, 124 
were male and 11 female. The sex dis- 
tribution is biased, since the material 
contributed to the Armed Forces In- 
stitute of Pathology is from a predom- 
inantly male population. 

Race. — There were 102 whites, 25 
Negroes, 6 Chinese, 1 American Indi- 
an, and 1 Filipino. 

Fever.— An elevated temperature 
was noted in 84 patients (78%). In 17, 
it ranged between 37.5 and 37.8 C, 
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Fig l.—Patient with exfoliative dermatitis 
caused 9y quinacrine hydrochloride (AFIP Neg 
18122). 





Fig 2.—Patient with exfoliative dermatitis 
associated with lymphoma (AFIP Neg 05043). 


and in 58 it was more than 37.8 C. In 
nine patients the elevated tempera- 
ture was not further qualified, and in 
five it was stated to be below normal. 
In 36 (43%) of the febrile patients 
drug hypersensitivity was believed to 
be the underlying cause of the exfo- 
liative dermatitis. 

Hair Loss.— Alopecia occurred in 
32 patients (24%). The hair loss did 
not follow specific distributions and 
usually developed in those patients 
with severe forms of exfoliation. 

Nail Changes. — Dystrophic 
changes of the nails were seen only in 
those patients who developed exfolia- 
tive dermatitis secondary to psoriasis 
and in one patient who had Reiter 
disease. 


Gynecomastia. — Gynecomastia 
was noted in five patients. In two, 
atrophy of the testes was present, in 
one spermatogenesis was minimal, 
and in another, the urine level of 17- 
ketosteroids was lower than normal. 
No pertinent data were available on 
the fifth patient. 

Lymphadenopathy and Hepa- 
tosplenomegaly.— Eighty-three pa- 
tients (62%) developed either region- 
al or generalized lymphadenopathy. 
The axillary and inguinal nodes were 
involved with equal frequency in 66 
patients, and the cervical nodes were 
affected in 45 instances. In 35 pa- 
tients, the lymphadenopathy was 
generalized, and the next most fre- 
quent combination, axillary and in- 
guinal adenopathy, occurred in 19 
patients. 

Of the 83 patients with either re- 
gional or generalized lymphadenop- 
athy, 23 had an associated malignant 
tumor (Hodgkin disease, leukemia, 
lymphosarcoma, mycosis fungoides, 
or carcinoma of the internal organs). 
In those instances the lymphadenop- 
athy was more frequently general- 
ized. In five patients with a known 
malignant tumor, lymphadenopathy 
was absent. 

Among the 135 patients, hepato- 
megaly was present in 50, splenomeg- 
aly in 31, and in 23 enlargement of 
both liver and spleen occurred. En- 
largement of the liver or spleen or 
both was noted in 38 (66%) of the 83 
patients who had regional and gener- 
alized lymphadenopathy (Table 2). 

Laboratory Data.—The examina- 
tions included urine analysis, com- 
plete blood cell count, liver function 
tests, bone marrow examination, and 
determinations of blood alkaline 
phosphatase, blood urea nitrogen, 
glucose, and serum protein. 

Anemia was a common finding and 
was present in 64% of our patients. 
The white blood cell count (WBC) was 
increased in 51% of the patients; and 
in 19%, it was more than 20,000 leu- 
kocytes/cu mm. Leukemia was ruled 
out by a study of the peripheral blood 
smears and bone marrow in all but 
three of the patients with elevated 
WBC. 

In the first patient with leukemia, 
the WBC rose to 224,000/cu mm just 
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before death. Blast forms were preva- 
lent in the bone marrow and periph- 
eral blood smears. At autopsy, a leu- 
kemic infiltrate was seen in the 
spleen, liver, lung, and kidneys. A 
monocytosis observed in the dif- 
ferential cell count suggested a mono- 
cytic type of leukemia. 

The second leukemic patient had a 
WBC of 40,000/cu mm. The bone 
marrow showed replacement of the 
hematopoietic tissue by blast cells. At 
autopsy the left lung, epicardium, 
myocardium, pancreas, adrenals, 
prostate, mediastinal, and intra-ab- 
dominal fat were infiltrated by leu- 
kemic cells. A monocytosis noted in 
the differential count suggested a 
monocytic type of leukemia. 

The WBC of the third patient was 
82,000/cu mm. The bone marrow was 
hyperplastic and myeloid in charac- 
ter. Blood smears displayed a marked 
increase in the number of white blood 
cells, and the blood picture was re- 
garded as consistént with that of a 
leukemoid reaction. The autopsy 
material showed mature and imma- 
ture cells showing granulocytic dif- 
ferentiation in the spleen and the 
lymph nodes. In the cellular infiltrate 
of the spleen and lymph nodes, the 
chloracetyl esterase reaction support- 
ed the presence of granulocytic cells, 
including immature cells. The over- 
all picture was suggestive of granulo- 
cytic leukemia. 

Eosinophilia of the blood was pres- 
ent in 43 patients. Fifteen of these 
were considered to have a drug aller- 
gy. 

Bone marrow examination was per- 


Table 1. —Age at Onset and Sex Distribution in 135 Cases of Exfoliative Dermatitis 


No. (%)7 





Age Group 


(DecadesY* Total 


Male Female 





«19 3( 2.2) 





1( 08) 2 (18.2) 





10-19 3í( 2.2) 


3( 1.4) 





20-29 25 (18.5) 





22 (17.7) 3 (27.3) 





28 (20.7) 





25 (20.2) 3 (27.3) 





7 ( 5.2) 


7( 5.7) 








31 (23.0) 


2 (18.2) 


29 (23.4) 





30 (22.9) 


29 (23.4) 


1( 9.0) 





70-79 4( 3.0) 





4( 32) 





Not stated 4( 3.0) 





4( 3.2) 





Totals 135 





124 


*Youngest patient: male, 4 yr; female, 13 days; both sexes, 13 days; oldest patient: male, 79 yr; 
female, 68 yr; both sexes, 79 yr; median age: male, 50 yr; female, 32 yr; both sexes, 49 vr; mean 
age: male, 45.9 yr; female, 32.1 yr; both sexes, 44.7 yr. 

tPercentages may not tota! 100 because of rounding. 


formed on 78 of the 135 patients. The 
findings in: most instances were not 
specific. In 28 patients the bone mar- 
row was considered normal. Of the 50 
marrows considered abnormal, the 
alterations were as follows: 15 
showed hyperplasia of all elements; 
eight, myeloid hyperplasia; four, hy- 
poplasia; 12, eosinophilia; and in six 
the bone marrow were replaced by 
fat. In two patients with mycosis fun- 
goides, atypical mononuclear cells 
were present, and in one with lym- 


phoma, atypical reticulum cells were ` 


identified. The hematopoietic tissue 
was replaced by blast cells in two pa- 
tients with leukemia. 

Levels of the serum protein were 
determined in 72 of the 135 patients. 
Thirty-two patients had a significant 
decrease in serum proteins, and 18 of 
these proved to have considerable liv- 
er damage at autopsy. Among the 18 
patients, nine had moderate to severe 


fatty metamorphosis of the liver, one 
had fatty metamorphosis and necro. 
sis, six showed areas of necrosis, one 
had cirrhosis, and another had adeno 
carcinoma of the liver. 


Causation 


We are presenting a simplified clas- 
sification of exfoliative dermatitis 
by placing the causative agents oi 
factors into six groups: (À) drugs 
(B) preexisting dermatoses, (C) my 
cosis fungoides and lymphomas, (D 
carcinoma of internal organs, (E) mis 
cellaneous, and (F) undeterminec 
(Table 3). 

Drugs. — Among our patients, drug 
allergy was the most common cause 
of the exfoliative dermatitis. Because 
there is no accurate test to determine 
drug hypersensitivity, the diagnosis 
was established by history. Of the 11€ 
patients in whom etiologic agent: 
could be elicited, the reaction wa: 


Table 2. —Lymphadenopathy, Hepatosplenomegaly, and Association With Malignancy in 135 Cases of Exfoliative Dermatitis 
Liver and Spleen 





Without 


With Enlargement 





Total 
Cases 


Presence of Lymphadeno- 
pathy and Malignancy 


Enlarge- 
ment 


Liver Spleen 

Total Only Only 
No. %* No. 96 No. 95 No. % No. % Mo. 96 

135 (100) 77 (100) 58 (100) 27 (100) 8 (100) 23 (100) 

No lymphadenopathy | 52 (38) 32 (42) 20 (35) (41) 4 (50) (22) 

No associated malignancy 47 (35) 30 (39) 17 (29) (37) 4 (50) (13) 

Associated malignancy (4) (3) 3 (5) (4) (9) 

Regional lymphadenopathy (36) (38) 18 (33) (30) (35) 

No associated malignancy : (20) (34) 11 (19) (19) 7) 

(17) 


Liver and 
Spleen 























3 (38) 
2 (25) 
Associated malignancy (8) (4) 8 (12) (11) 1 (13) 
Generalized lymphadenopathy 1 

No associated malignancy 1 
Associated malignancy 


PHNOPAA NWA 





*Percentages may not total 100 because of rounding. 
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Fig 3.—Exf 
7384; hematoxylin-eosin, x 90). 


caused by drugs in 54, and the sulfon- 
amides, antimalarials, and penicillin 
were the most common agents. 

Drug eruptions that initially pre- 
sented as morbiliform, lichen planus- 
like, or urticarial would frequently 
progress into a generalized exfolia- 
tive dermatitis. 

Patients with exfoliative dermati- 
tis caused by sulfonamides, penicil- 
lin, and antimalarials ran a severe 
clinical course. The reactions from 
arsenicals, mercurials, and barbitu- 
rates also tended to be severe. Fever 
was a prominent feature in most in- 
stances and was particularly marked 
in persons sensitive to sulfonamides 
and penicillin. 

Moderate to severe degeneration of 
the liver, associated with drug aller- 
gy, was noted in 18 patients. 

When first seen, two patients, who 
had been taking quinacrine hydro- 
chloride (Atabrine) during World 
War II, had a clinical picture of lichen 
planus that gradually progressed into 
a generalized pruritic eruption. These 
cases represent examples of what has 


Fig 4. — Severe exfoliative dermatitis associated with eczema (AFIP Neg 
69-7083; hematoxylin-eosin, x 85). 


been described as New Guinea lichen 


planus.^ 

Preexisting Dermatoses.—Thirt y- 
six patients developed exfoliative 
dermatitis associated with preexist- 
ing dermatoses. In two patients with 
psoriasis, four with eczema, one with 
atopic dermatitis, and one with sebor- 
rheic dermatitis, the development of 
exfoliative dermatitis was temporally 
related to the use of various medica- 
tions. In addition, most of the pa- 
tients had recurrences that were sus- 
pected of being related to drugs used 
for sedation or infection. The most 
common in this latter group were 
phenobarbital and penicillin. 

Inthe patients with stasis dermati- 
tis and dermatophytosis, autosensiti- 
zation id reaction preceded the devel- 
opment of exfoliative dermatitis. One 
patient with lichen planus had a se- 
vere psychoneurosis. Repeated recur- 
rences of exfoliative dermatitis in 
this patient seemed to relate to epi- 
sodes of emotional stress. In another 
patient, pityriasis rubra pilaris prog- 
ressed into exfoliative dermatitis, but 


a cause was not evident. 

Two patients with contact dermati- 
tis had a history of exposure to for- 
maldehyde and olive-green dye for 
long periods. One patient with Reiter 
disease with the classical triad of ure- 
thritis, arthritis, and conjunctivitis 
eventually developed exfoliative 
dermatitis. In our experience,’ pa- 
tients with Reiter disease may devel- 
op exfoliative dermatitis in the chron- 
ic course of the ailment. 

Mycosis Fungoides and Lym- 
phomas. — Exfoliative dermatitis 
may precede the development of my- 
cosis fungoides and lymphomas. 

Mycosis Fungoides.— Eleven pa- 
tients were considered to have myco- 
sis fungoides, based upon histologic 
examination of the skin. In each in- 
stance, an exfoliative dermatitis pre- 
ceded the appearance of mycosis fun- 
goides, and there were histories of 
recurring generalized eruption for 
intervals ranging from several 
months to 25 years. Histologic exami- 
nations during this time showed 
changes consistent with those of ex- 
foliative dermatitis. In six patients, 
the appearance of mycosis fungoides 
was heralded clinically by the devel- 
opment of infiltrated erythematous 
plaques and nodules. 

Hodgkin  Disease.— Eight pa- 
tients had Hodgkin disease of the 
lymph nodes and lymphadenopathy 
was prominent in all. In five of the 
patients, intermittent exfoliative 
dermatitis antedated from 4 to 16 
years the development of Hodgkin 
disease in the lymph nodes. Lymph 
nodes examined at the time of the 


Fig 5.—Psoriasiform exfoliative dermatitis caused by penicillin (AFIP 


Neg 69-7063; hematoxylin-eosin, x 35). 
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preceding exfoliative dermatitis 
showed changes of dermatopathic 
lymphadenopathy. In two patients, 
exfoliative dermatitis developed after 
the diagnosis of Hodgkin disease was 
made, and in one patient exfoliative 
dermatitis and Hodgkin disease de- 
veloped simultaneously. 

Malignant Lymphoma. — Two 
patients with an exfoliative dermati- 
tis of one year's duration developed a 
malignant lymphoma manifested by 
a generalized lymphadenopathy in 
the one patient and by nodules in the 
skin in the second. Biopsy specimens 
taken from the lymph nodes and nod- 
ular lesions revealed a malignant 
lymphoma. 

Leukemia. — In two patients, exfol- 
iative dermatitis preceded the devel- 
opment of leukemia by three and four 
years, respectively. In a third patient, 
generalized dermatitis and systemic 
changes of leukemia appeared almost 
simultaneously. One of the three pa- 
tients developed nodules in the skin 
at the time of the appearance of leu- 
kemia. 

Carcinoma of the Internal Or- 
gans. — In four patients an exfoliative 
dermatitis was associated with the 
presence of visceral carcinoma. One 
had adenocarcinoma of the liver, and 
the others carcinoma of the prostate, 
thyroid, and lung respectively. Diag- 
nosis was made by postmortem histo- 
logic examination. 

Miscellaneous.— A female infant 
developed a generalized erythema 13 
days after birth that was followed by 


Fig 6.—Mycosis fungoides preceded by ex- 
foliative dermatitis. The hair follicles show 
changes of alopecia mucinosa (AFIP Neg 69- 
7093; hematoxylin-eosin, original magnifica- 
tion x 35). 
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Causative Factor 


Table 3. — Causation in 135 Cases of Exfoliative Dermatitis 
as Established By Last Known Status 


Total No. (%)* 


Last Known Status 











No. Alive (96) No. Dead (%) 













































Drug reactions 54 (40.0) 7 (25.9) 47 (43.6) 
Sulfonamides 13 (9.6) 2 (7.4) 11 (10.2) 
Antimalarials 10 (7.4) L (3:7) 9 (8.3) 
Penicillin 9 (6.7) 2 (7.4) 7 (6.5) 
Mercurials 6 (4.5) ou 6 (5.6) 
Arsenicals 5 (3.7) 5 (4.7) 
Barbiturates 3 (2.3) LS 3 (2.8) 
Streptomycin 3- 2:3) 1 (37) 2 (1.9) 
Phenolphthalein l (0:7) e 1 (0.9) 
Tetrachlorethylene 1 (0.7) 1 (0.9) 
Codeine 1 (0.7) 1 (0.9) 
lodine 1 (0.7) "n 1 (0.9) 
Gold therapy 1 (0.7) 1 (37) "p 

Pre-existing dermatoses 36 (26.8) 14 (51.9) 22 (20.4) 
Eczema 12 (8.9) 3,01) 9 (8.3) 
Atopic dermatitits 6 (4.5) 5 (18.6) 1 (0.9) 
Stasis dermatitis 4 (3.0) 3 52e 4 (3.7) 
Psoriasis 4 (3.0) 2 (7.4) 2 (1.9) 
Seborrheic dermatitis 3 (2.3) l. (G7) 2 (19) 
Contact dermatitis 3. (2.3) 1 (3.7) 2 (1.9) 
Dermatophytosis 1 (0.7) l. (3.7) $ Re 
Lichen planus l1 (0.7) oie 1 (0.9) 
Pityriasis rubra pilaris 1 (0.7) ae 1 (0.9) 
Reiter syndrome 1 (0.7) L (340 e py 

Mycosis fungoides and lymphomas 24 (17.8) 3 1.1) 21 (19.5) 
Mycosis fungoides 11+ (8.1) 2 (7.4) 9 (8.3) 
Hodgkin disease 8 (5.9) 1l (3.7) 7 (6.5) 
Leukemia 3t (2.3) Pag 3 (2.8) 
Malignant lymphoma 2 (1.5) 2 (1.9) 

Carcinoma of internal organs 4 (2.8) 4 (3.6) 
Carcinoma of prostate 1 (0.7) 1 (0.9) 
Carcinoma of lung 1 (0:7) 1 (0.9) 
Carcinoma of thyroid I (G7) 1 (0.9) 
Adenocarcinoma of liver 1 (0.7) 1 (0.9) 

Miscellaneous 1 (0.7) 1 (0.9) 
Ritter disease 1 (0.7) Sus 1 (0.9) 

Undetermined 16 (11.9) 3 (11.1) 13 (12.0) 








*Percentages do not necessarily add to 100 because of rounding. 
*Includes two cases suggestive of mycosis fungoides and one case in which Sézary cells were 


found. 


tIncludes one case suggestive of granulocytic leukemia. 


a bullous dermatitis. Antibiotics were 
used, but the child died of bacteremia. 
Bronchopneumonia was present at 
autopsy. A biopsy specimen of the 
skin showed histologic features con- 
sistent with those seen in Ritter von 
Rittershain disease. 

Exfoliative Dermatitis of Unde- 
termined Origin.— We believe that 
many cases in such a group represent 
examples in which the causative 
agent was overlooked or could not be 
readily identified. Among our 16 pa- 
tients without a clearly established 
cause of the exfoliative dermatitis, 
possible causes, in 13, were drugs, 
psoriasis, eczema, vitamin deficiency, 
vitamin K injections, pemphigus foli- 
aceus, insect bites, and contact der- 
matitis. Malignancy was e&cluded by 
autopsy. 


Microscopic Examination 


Biopsy specimens of the skin from 
111 patients with exfoliative derma- 
titis (excluding those with mycosis 
fungoides and lymphoma) showed the 
following histologic features (Fig 3 
to 5). 

Epidermis. — Parakeratosis, some- 
times intermingled with hyperkera- 
tosis, was a prominent and almost 
constant feature in which the scale 
was usually separated from the Mal- 
pighian layer. Munro microabscesses 
were associated with the acute forms 
of exfoliative dermatitis and were 
present in almost one half (4996) of 
the lesions. Exocytosis was seen in 
89% of the lesions. Moderate regular 
or, usually, irregular acanthosis was 
noted in 88% of the specimens. Intra- 
cellular and intercellular edema re- 
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sulted in extensive spongiosis and 
loss of normal structure. The normal 
keratinization of the epidermal cells 
was disturbed, and the keratinocytes 
of the upper layers showed dyskerato- 
sis and degeneration. The granular 
layer was thinned or absent. Ulcera- 
tion and necrosis of the epidermis, 
with separation from the dermis, 
were noted in the severe forms of ex- 
foliative dermatitis. 

Dermis.— An inflammatory infil- 
trate consisting of lymphocytes, his- 
tiocytes, neutrophils, eosinophils, and 
plasma cells was distributed perivas- 
cularly and diffusely in the upper and 
middle cutis. Edema was often promi- 
nent. The infiltrate invaded the deep 
corium in only one lesion. Eosinophils 
were numerous in about three fourths 
of the lesions and particularly in 
those from patients with a history of 
drug allergy and preexisting derma- 
toses. The perivascular infiltrate was 
often accompanied by edema and 
endothelial proliferation and in two 
instances necrosis of the vascular 
wall and thrombosis occurred. 

Psoriasiform Dermatitis. — His- 
tologically, a psoriasiform appear- 
ance was noted in 26 cases of exfolia- 
tive dermatitis. Parakeratosis and 
mild acanthosis with mild to marked 
elongation of the rete ridges were 
present. In focal areas the rete ridges 
were fused, and the suprapapillary 
portion of the epidermis was moder- 
ately thinned. Capillaries were di- 
lated but were not tortuous. An in- 
flammatory infiltrate consisting of 
lymphocytes, histiocytes, neutro- 
phils, eosinophils, and plasma cells 
was present in the corium. Marked 
spongiosis was noted; this and the 
presence of eosinophils and plasma 
cells are not histologic features of 
psoriasis. Acid mucosaccharide was 
present in the epidermis, and in con- 
trast to that seen in psoriasis was 
digested by hyaluronidase.* The PAS 
stain showed small to moderate 
amounts of glycogen, a feature not 
usually seen in psoriasis.* 

Residual Diagnostic Histologic 
Changes of Pre-Existing Dermato- 
ses.— Only one of the four patients 
with exfoliative dermatitis secondary 
to psoriasis had histologic changes 
consistent with those of psoriasis. 
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Fig 7.— Portion of Fig 7 at higher magnifica- 
tion showing Pautrier abscesses (AFIP Neg 69- 
7092; hematoxylin-eosin, original magnification 
x 300). 


Table 4. — Causes of Death Related 
to Exfoliative Dermatitis in 87 Cases 


Causes of Death 
Pneumonia 
Exfoliative dermatitis 


Extensive degeneration 
of liver 


Hodgkin disease 
Septicemia, pyemia 
Myocardial infarction 
Myocarditis 
Coronary thrombosis 
Leukemia 
Malignant lymphoma 
Mycosis fungoides 
Pulmonary tuberculosis 
Vascular collapse 
Glomerulonephritis 
Suppurative 
pyelonephritis 
Peritonitis (perforation 
of cecum) 
Terminal hemorrhagic 
necrotizing enteropathy 
Total 



























































*Percentages do not necessarily add to 100 
because of rounding. 


A patient with the exfoliative form 
of New Guinea lichen planus showed, 
adjacent to the zone of exfoliation, 
hyperkeratosis, prominence of the 
granular layer, saw-toothed rete 
ridges, and liquefaction degeneration 
of the basal layer. 

Reiter disease was diagnosed histo- 
legically by the presence of an exces- 
sively thick parakeratotic layer in 
which degenerated neutrophils were 
intermingled. 

Alopecia mucinosa was present in 
four cases, and one of them was asso- 
ciated with mycosis fungoides. 


Special Stains.—Special stains 


were carried out on 80 specimens. 
Histochemical changes were most 
prominent in the epidermis. Muci- 
nous material, mostly hyaluronic 
acid, but in some instances mixed 
with a small amount of hyaluroni- 
dase-resistant material filled the in- 
tercellular spaces. With the PAS 
technique, 48 (60%) of the 80 speci- 
mens showed intracellular glycogen. 
The basement membrane in 60 cases 
was thinned and showed areas of dis- 
ruption in the PAS stain. 

Special stains revealed only minor 
dermal changes, that were confined to 
the upper layers. The colloidal iron 
technique showed an_ increased 
amount of hyaluronidase-labile mu- 
cin. Movat pentachrome stain showed 
a reduction of the elastic fibers in the 
upper layers of the dermis. Reticulum 
was not appreciably altered. 

Dermatopathic Lymphadenop- 
athy.—Seventy-eight lymph nodes 
were examined, and special stains 
were performed on 30. The following 
histologic features were considered 
characteristic of dermatopathic lym- 
phadenopathy. 

The capsuie of the lymph node was 
sometimes thickened, but usually not 
greatly so. The sinusoidal architec- 
ture tended to be obscured in areas of 
marked proliferation of reticuloen- 
dothelial cells. Occasionally there 
was partial to extensive effacement of 
the normal follicular structure, but in 
nearly all instances much of the fol- 
licular pattern was retained. The fol- 
licles usually disclosed a slight to 
moderate enlargement of the germi- 
nal centers surrounded by a rim of 
lymphocytes. 

The most striking feature was the 
proliferation of reticuloendothelial 
cells with abundant but faintly 
stained eosinophilic cytoplasm and 
round, oval, elongated, or even kid- 
ney-shaped nuclei with one or two 
eosinophilic nucleoli. The masses of 
reticuloendothelial cells were abun- 
dant in the cortical areas, but in 
many instances they greatly expand- 
ed and obscured the medulla and 
penetrating sinuses. Sometimes the 
follicles were compressed by the ex- 
panded masses of reticuloendothelial 
cells. These cells showed evidence of 
histiocytic differentiation by the 
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droplets of fat and varying amounts 
of pigment they contained. 

A polymorphous infiltrate consist- 
ing of plasma cells, lymphocytes, his- 
tiocytes, a few mast cells, and eosino- 
phils was present, but histiocytes and 
plasma cells usually predominated. 
Capillaries were dilated, and hyper- 
emic and extravasated erythrocytes 
were sometimes seen in the cellular 
infiltrate. 

The Fontana stain showed variable 
amounts of melanin in 98% of the 
lymph nodes. The phagocytized mel- 
anin granules often obliterated the 
cell structure. Extremely small 
amounts of hemosiderin, mostly in 


-histiocytes, were-identified. in 33%.-of . 


the specimens. The reticulum fibers 
in the areas of marked histiocytic 
hyperplasia appeared attenuated. Oil 
red O preparations showed fat within 
many of the vacuolated cells. 


Histologic Observations 
in Mycosis Fungoides 
and Lymphomas 


Mycosis Fungoides.— Nine pa- 
tients with exfoliative dermatitis 
eventually developed mycosis fun- 
goides and in two additional patients 
histologie changes in the skin were 
strongly suggestive but not conclu- 
sive of mycosis fungoides. 

The diagnosis of mycosis fungoides 
was based on histologic changes (Fig 
6 and 7). The distinguishing features 
were a polymorphous subepidermal 
infiltrate with a prominence of atypi- 
cal mononuclear cells and sometimes 
multinucleated cells with clumped 
nuclei. Atypical mononuclear cells in 
intraepidermal clusters formed Pau- 
trier abscesses or infiltrated the epi- 
dermis in a diffuse manner. Pautrier 
abscesses, characteristic of those seen 
in mycosis fungoides, were not seen 
in our cases of lymphoma and Hodg- 
kin disease but were present in nine 
cases interpreted as mycosis fun- 
goides. The two cases histologically 
suggestive of mycosis fungoides did 
not reveal acceptable Pautrier ab- 
scesses. In both instances, however, a 
subepidermal polymorphous infil- 
trate composed of lymphocytes, plas- 
ma cells, eosinophils, and atypical 
reticulum cells with an irregularly 
folded multilobulated nucleus or 
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Table 5.—Causes of Death Unrelated 
to Exfoliative Dermatitis in 21 Cases 
Causes of Death 


Arteriosclerotic 
heart disease 


Pulmonary embolism 
Pneumonia 

Carcinoma of lung 

Cardiac tamponade 
Cirrhosis of liver 
Cystoureterophylonephritis 


Gastrointestinal 
hemorrhage 


Glomerulonephritis 
Peritonitis 
Pulmonary tuberculosis 
Ruptured spleen 
Subdural hemorrhage 
Suicide (overdose 

of drugs) 
Total 


*Percentages do not add to 100 because of 
rounding. 





















































clumped nuclei were present. These 
cells did not resemble Reed-Sternberg 
cells. 

In one case of mycosis fungoides, 
atypical cells similar to those noted in 
the skin involved the lymph nodes, 
liver, lungs, and kidneys at autopsy. 
In another case, the lymph nodes and 
spleen were affected, and in two 
cases, the lymph nodes alone were 
infiltrated. The remaining seven 
cases were accompanied by dermato- 
pathic lymphadenopathy. 

The peripheral blood smears were 
examined, and a search specifically 
for Sezary cells was made. In one in- 
stance, this distinctive form of mon- 


onuclear cell, characterized by a rim : 


of diastase-resistant, PAS-positive 
granules, was seen. 

Lymphoma. —Two patients with 
exfoliative dermatitis developed lym- 
phoma. In one of the patients, the 
lungs, kidneys, spleen, lymph nodes, 
and mesentery were infiltrated: by 
poorly differentiated reticular cells. 
The structure of the lymph nodes was 
effaced by the same type of cells. A 
dense pleomorphic infiltrate invaded 
the subcutis and was considered sec- 
ondary to the lymphomatous process. 

The second patient had a reticulum 
cell lymphoma with extensive in- 
volvement of the skin and the subcu- 
taneous tissue. Pleomorphic reticu- 
Tum cells were separated from the 
epidermis by a grenz zone of normal 


collagen. Beneath the upper layer of 
the cutis the tumor cells infiltrated 
between the collagen bundles, and in 
the lower dermis and subcutaneous 
tissue they formed dense masses. Eo- 
sinophils and plasma cells were ab- 
sent. 

Leukemia.— Three patients had 
leukemia. Additional histologic fea- 
tures in the dermis not characteristic 
of exfoliative dermatitis were present 
in the biopsies of the skin in each in- 
stance. 

One showed a superficial infiltrate 
consisting of lymphocytes, eosino- 
phils, plasma cells, and a deeper 
monomorphous infiltrate of leukemic 
cells with hyperchromatic atypical 
nuclei. Biopsy specimens of the skin 
from the second patient disclosed a 
deep and almost monomorphous infil- 
trate consisting of cells resembling 
monocytes. We believe that the his- 
tologic picture in each instance was 
related to the leukemic process, be- 
cause the deep invasion of an infil- 
trate is a change not usually seen in 
exfoliative dermatitis. Biopsies of the 
skin from the third patient showed 
the picture of exfoliative dermatitis, 
but at autopsy, leukemic infiltrates 
invaded the liver, spleen, and kid. 
neys. 

Hodgkin Disease.—Eight pa- 
tients with exfoliative dermatitis ei- 
ther developed Hodgkin disease or 
had it at the time of the appearance of 
exfoliative dermatitis. Diagnosis was 
made by examining the biopsy speci- 
men of a lymph node and verified in 
seven patients by autopsy. One pa- 
tient is still living. 

Characteristic histologic changes of 
exfoliative dermatitis were noted in 


biopsy specimens of the skin in six 


patients. One of the remaining two 
patients showed a deep pleomorphic 
infiltrate that also invaded the epi- 
dermis. Pautrier abscesses and my- 
cosis cells were not found. The second 
patient had a skin lesion that showed 
a diffuse and patchy granulomatous 
infiltrate consisting of histiocytes, 
neutrophils, plasma cells, numerous 
eosinophils, and pleomorphic reticu- 
lum cells. Multinucleated cells and a 
very few Reed-Sternberg cells were 
present. 

In the patients with Hodgkin dis- 
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ease, the lymph nodes, liver, and 
spleen were the most frequently in- 
volved organs. 

One patient with exfoliative der- 
matitis developed lymphocytic leuke- 
mia, which was diagnosed by bone 
marrow and peripheral blood smears. 
The findings at autopsy disclosed an 
tinderlying Hodgkin disease, how- 
ever. 


Complications and Cause of 
Death 


Autopsy was carried out on the 108 
patients who died. Review of the 
pathologic changes in relation to the 
clinical course of the disease suggest- 


. edthat 87 of the 108 died from causes 


related to their exfoliative dermatitis 
(Table 4). Furthermore, 15 of the 87 
patients apparently died as the direct 
effect of the exfoliative dermatitis, 
since no other cause of death could be 
established at autopsy. In 21 patients 
the cause of death was unrelated to 
exfoliative dermatitis (Table 5). 
These patients either had a remission 
of their skin disorder or had com- 
pletely recovered, with perhaps only 
minor residual dermatitis, when 
death occurred. 

Loss of heat, water, electrolytes, 
and protein through exfoliative skin 
results in marked disturbances of 
body metabolism. As previously re- 
ported, the function of vasocon- 
Striction in the inflamed integument 
is lost, and a reduced sensitivity to 
the shivering reflex is present. This 
givesrise to a complex pattern of ther- 
moregulatory disturbances, which 
may cause hypothermia or hyperther- 
mia. Further heat loss is brought 
about by evaporation of the secreted 
fluids on the eroded and weeping skin. 
Also, vasodilatation results in a 
marked increase in blood flow and, 
with subsequent heat loss, induces 
further increase of the metabolic rate. 
Any of the disorders noted above may 
cause death without identifiable spe- 


cific changes at autopsy. Hypother- 


mia, for instance, may lead to ven- 
tricular flutter, diminished heart 
rate, and hypotension. Increased 
blood flow can be complicated by high- 
output cardiac failure, and protein 
loss (with resultant water and elec- 
trolyte imbalance) resulting in cardi- 
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ac arrest. 

Pneumonia was the most common 
cause of death. Secondary infection of 
the skin, immobility, and thermoreg- 
ulatory disturbances were probably 
contributory factors to the high inci- 
dence of pneumoria. The use of ste- 
roids in 11 of these patients may have 
played a decisive role in lowering the 
resistance of the patient to infection. 

Pulmonary tuberculosis occurred 
in two patients wno had not received 
adrenocortical hormones, but malnu- 
trition and cachexia may have reacti- 
vated dormant foci of tuberculosis. 

Five patients died of myocardial 
infarction and coronary thrombosis. 


- Myocardial -infarction, may - occur. - 


when hemodynamic disturbances are 
present in exfoliative dermatitis, and 
coronary thrombosis may be ex- 
plained by disturbances in the osmot- 
ic pressure that result in erythrocyte 
sludging, leading to an increased 
tendency to thrombosis. 

Vascular collapse was noted in one 
patient. The adrenals were normal at 
autopsy. Increased capillary permea- 
bility, present in patients with gener- 
alized skin disease, however, in it- 
self may account for the subsequent 
hypotension and hypovolemia. 

Myocarditis, observed in two pa- 
tients, was possibly a result of toxem- 
ia and infection. 

Necrosis and fatty degeneration of 
the liver were present in six patients. 
Two patients received atabrine quin- 
acrine hydrochloride, one sulfadi- 
azine, and anather (a child) was ad- 
ministered  tetrachlorethylene for 


- intestinal worms. The changes in the 


two remaining patients were sus- 
pected of being secondary to drug al- 
lergy. 

Septicemia was the cause of death 
in five patients. Abscesses in the in- 
ternal organs were found in two, 
splenitis and pyelonephritis in anoth- 
er, and pulmonary edema and bron- 
chopneumonia were noted in the 
fourth and fifth patients. Bacteria, 
usually hemclytic streptococcus and 
staphylococcus aureus, were isolated 
by skin and blood cultures. 

One patient had chronic glomerulo- 
nephritis for years, which became 
rapidly progressive with the develop- 
ment of exfoliative dermatitis, and 


the patient died in uremic coma. 

Suppurative pyelonephritis oc- 
curred as a secondary complication of 
skin infection in one patient, result- 
ing in death. Peritonitis secondary to 
perforation of the cecum was noted at 
autopsy in another patient, who hada 
history of arsenic therapy. 

Terminal hemorrhagic necrotizing 
enteropathy has been described pre- 
viously.'4 Several theories have been 
proposed regarding the cause of the 
disease, including allergic and hyper- 
sensitivity reactions. One of our pa- 
tients had extensive hemorrhagic 
necrosis involving the small intes- 
tine, without demonstrable occlusion 


- of the major or-minor mesenteric ves- 


sels, and congestive heart failure at 
autopsy. The patient also had a carci- 
noma of the thyroid gland. 


Comment 


The clinical picture of the skin 
among our 135 patients with exfolia- 
tive dermatitis revealed several gra- 
dations, ranging from a generalized 
scarlatiniform erythema with little 
scaling to severe changes of the skin 
with exudation and profuse scaling. 
Attempts have been made to asso- 
ciate mycosis fungoides and lympho- 
mas with a specific dermatologic clin- 
ical picture, characterized by intense 
erythema and little or no scaling. 
Although some of our patients had 
this clinical picture, others with an 
underlying lymphoma had an exfolia- 
tive dermatitis characterized by mod- 
erate erythema and excessive scaling 
when first examined. We do not, 
therefore, recognize a special group of 
clinical features as indicative of an 
underlying malignancy. 

Other than the obvious cutaneous 
changes, the most frequent symptoms 
and signs were chilliness, weight loss, 
and tachycardia. Chilliness was prob- 
ably related to thermoregulatory dis- 
turbances, perhaps as a reaction to 
the hypothermic tendency, caused by 
excessive heat loss from the erythro- 
dermic skin. Loss of weight and tach- 
ycardia were signs that indicated an 
increased basal metabolic rate. Such 
a  hypermetabolism has been 
reported! accompanied by a direct 
correlation between the epidermal 
repair and the return of the basal 
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metabolic rate to normal levels dur- 
ing the recovery period. 

Drug allergy was considered the 
cause of exfoliative dermatitis in 54 
patients. Sulfonamides, antimalari- 
als, penicillin, mercurials, arsenicals, 
and barbiturates were drugs most 
commonly incriminated. Patients 
with exfoliative dermatitis secondary 
to the drugs often ran a severe clini- 
cal course. Of the 54 patients, 41 died 
with an extensive exfoliative derma- 
titis, and in 18, autopsy revealed 
moderate to marked hepatocellular 
damage. Seven patients recovered 
and are still living, and six died of 
causes considered unrelated to exfol- 
iative dermatitis. 

Thirty-six patients with exfoliative 
dermatitis had preexisting dermato- 
ses. Eczema, atopic dermatitis, stasis 
dermatitis, and psoriasis were the 
most common. The patients may have 
become sensitized to breakdown prod- 
ucts localized in the preexisting der- 
matitis and eventually developed a 
generalized eruption. Overzealous 
treatment by the patient, drug thera- 
py, and emotional stress were often 
suspected as underlying causative 
factors. 

Of the 135 patients, 24 (17%) had 
an associated disease of mycosis fun- 
goides, Hodgkin disease, leukemia, or 
malignant lymphoma. A diversity of 
opinion exists regarding the associa- 
tion of mycosis fungoides and lym- 
phomas with exfoliative dermatitis. 
Montgomery'® recorded that 25% of 
73 patients with exfoliative dermati- 
tis had associated lesions of mycosis 
fungoides or lymphoma. Later Mont- 
gomery and Watkins" believed that 
between one third and one half of all 
instances of exfoliative dermatitis 
among patients more than 40 years of 
age were associated with underlying 
lymphomas. Kierland" postulated 
that 30% to 50% of all patients with 
exfoliative dermatitis were of lym- 
phomatous origin, but Richter'? and 
later Jarrett and Kellett?’ reported 
that the incidence of lymphomas in 
exfoliative dermatitis was small, and 
Wilson's?' review of 50 patients re- 
vealed only an 8% association with 
lymphoma. The diversity of opinions 
in the published data regarding the 
association of exfoliative dermatitis 
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and the lymphomas may be due to the 
paucity of histologic material and the 
small numbers of postmortem exami- 
nations. 

In our series, exfoliative dermatitis 
antedated the development of myco- 
sis fungoides and lymphomas in 20 of 
the 24 patients with either of these 
diseases; it occurred simultaneously 
with the disease in two and later in 
the other two patients. In four addi- 
tional patients, exfoliative dermatitis 
was associated with the presence of 
visceral carcinoma. Exfoliative der- 
matitis resistant to therapy should 
always arouse suspicion of a possible 
underlying malignancy. 

Eighty-three patients had clinical 
lymphadenopathy, and in 42% the 
lymphadenopathy was generalized. 
This is not in agreement with pre- 
vious reports,"??' which indicate 
that lymphadenopathy is usually lo- 
calized in the inguinal and axillary 
region. Since the dermatitis is gener- 
alized, however, it would seem logical 
that if lymphadenopathy should oc- 
cur, it, too, would be generalized. 

The pathogenesis of the lymphade- 
nopathy is obscure; and there is no 
agreement as to the agent that causes 
this reactive process. Scratching in- 
duced by pruritus presumably brings 
about the liberation of melanin from 
the epidermal cells, which is trans- 
ferred by the lymphatic vessels to the 
regional lymph nodes. Melanin in 
other conditions is seen in lymph 
nodes without lymphadenopathy, 
however. It is also doubtful that the 
fat seen in the lymph nodes is the 
primary cause of the lymphadenop- 
athy. 

Hepatomegaly was present in 50 
patients and splenomegaly in 31. 
Hepatosplenomegaly was usually 
seen in severe cases of exfoliative 
dermatitis associated with drugs and 
preexisting dermatoses. Even though 
splenomegaly may be associated with 
leukemia and lymphomas, when it 
occurs in patients with exfoliative 
dermatitis, it is usually related to 
drug allergies. 

Dermatopathic lymphadenopathy 
usually occurs in the moderate and 
severe forms of exfoliative dermatitis. 
It is a reversible condition, and the 
involved lymph nodes may revert to 


normal size. There is no progression 
to a malignant disorder, but the pres- 
ence of dermatopathic lymphadenop- 
athy does not exclude a concomitant 
malignant disease, such as mycosis 
fungoides or lymphoma. 

Laboratory examinations were not 
informative. Anemia, leukocytosis, 
and eosinophilia were the most com- 
mon abnormalities. Eosinophilia in- 
dicated the presence of a possible al- 
lergic reaction. 

Several investigators?" have fo- 
cused their interest on protein metab- 
olism in patients with exfoliative 
dermatitis. Tickner and Basit” and 
later Shuster and Wilkinson” 
studied protein metabolism in 36 and 
6 patients, respectively. Based on 
laboratory studies, they concluded 
that impairment of liver function 
does not exist in patients with low 
serum proteins. The loss of protein is 
thought to occur through increased 
metabolic demands that exceed the 
synthetic reserves of the liver. Shus- 
ter and Wilkinson" found no 
evidence of depletion of the albumin 
pool and speculate that the decrease 
in serum proteins is due to an in- 
crease in the plasma volume second- 
ary to the hemodynamic changes of 
vasodilation and increased cardiac 
output. 

Desquamation, hypermetabolism, 
dilution of the intravascular pool of 
albumin, and malnutrition may all be 
significant factors in low protein lev- 
els. There is evidence, however, that 
hepatic damage also plays an impor- 
tant role. In this study, 32 patients 
had a significant decrease in serum 
proteins, and 18 were noted at autop- 
sy to have considerable hepatic dam- 
age. Patients with decreased serum 
proteins had a prolonged duration of 
their disease, and 16 died with a se- 
vere explosive type of exfoliative 
dermatitis. 

No one histologic change was path- 
ognomonic for exfoliative dermatitis, 
but the overall picture differed from 
the pattern seen in other dermatoses. 
In 22 lesions a histologic psoriasiform 
pattern was present, but only one of 
four cases of psoriasis showed residu- 
al histologic changes of psoriasis at 
the time of exfoliative dermatitis. 
Different opinions exist!" as to 
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whether or not the histologic changes 
allow the diagnosis of an underlying 
preexisting dermatitis. In our experi- 
ence, unless marked secondary 
changes have complicated the histo- 
logic picture, changes of preexisting 
dermatoses can be identified. Occa- 
sionally repeat biopsies were neces- 
sary in order to establish the histo- 
logic diagnosis. In ten patients, a clin- 
ical diagnosis of mycosis fungoides 
and lymphoma was not supported by 
microscopic findings, whereas in 
other diagnoses clinically attributed 
to drugs or other causes, malignant 
changes were found histologically 
when skin and autopsy tissue were 
further reviewed. 

Small numbers of unusual-appear- 
ing mononuclear cells with relatively 
large hyperchromatic nuclei were 
noted in ten patients. All had severe 
explosive forms of exfoliative derma- 
titis, and in eight of them the process 
was secondary to drug hypersensitiv- 
ity. Mycosis fungoides was ruled out 
by the changes in additional biopsy 
specimens of the skin and by further 
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clinical data. 

When first seen, four patients had 
typical changes of alopecia mucinosa, 
and one of them had mycosis fun- 
goides. Our review of the literature 
failed to disclose a previous report of 
exfoliative dermatitis associated with 
alopecia mucinosa. The mucinous 
accumulation in ‘degenerating hair 
follicles and sebaceous glands may 
represent a secondary form of alope- 
cia mucinosa. 

Strict histologic criteria were fol- 
lowed in t Jiaønosis of mycosis 
fungoides and Hodgkin disease. Two 
patients with mycosis fungoides, sev- 
en patients with Hodgkin disease, 
and all patients with leukemia and 
lymphoma had systemic involvement 
at autopsy. Two patients with myco- 
sis fungoides and one with Hodgkin 
disease are still living. One patient 
with exfoliative dermatitis associated 
with leukemia confirmed by peripher- 
al blood and bone marrow examina- 
tion later, at autopsy, had the histo- 
logic features of Hodgkin disease. 
Patients with leukemia complicated 
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Value of Follow-Up After 
Treatment of Basal Cell Carcinoma 


Ernst Epstein, MD, San Francisco 


In a study of the value of long-term fol- 
low-up after treatment of basal cell carci- 
noma, new skin cancers were found in 20% 
of patients examined during a one-year pe- 
riod. The majority of these new skin can- 
cers were unsuspected by the patient. The 
risk of developing a new skin cancer was 
directly related to the number of previous 
basal cell carcinomas. While 20% of the 
entire group developed new skin cancers, 
41% of those who had two or more pre- 
vious skin cancers developed a new lesion, 
and of those having had three or more pre- 
vious carcinomas, 56% developed skin 
cancers. The author believes that long-term 
follow-up for skin cancer patients is indi- 
cated to detect new tumors, and urges that 
all patients having had two or more pre- 
vious basal cell carcinomas be followed up 
indefinitely. 


ong-term follow-up after cancer 

treatment is a medical tradition, 
since only by follow-up can the suc- 
cess of a procedure be properly evalu- 
ated and recurrences detected early. 
Textbooks and journal articles recom- 
mend a similar long-term follow-up 
after treatment of the nonmetastasiz- 
ing, relatively benign basal cell car- 
cinoma of the skin. However, in ac- 
tual clinical practice, only a minority 
of physicians attempt long-term fol- 
low-up after treating a basal cell car- 
cinoma. Many physicians apparently 
feel that the high cure rate—over 
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95% in experienced hands-— and the 
relative benignancy of this tumor, 
does not justify the nuisance and ex- 
pense of long-term follow-up. 

This clinical impression was rein- 
forced by a personal survey of north- 
ern California dermatologists. Of 26 
dermatologists questioned, 16 at- 
tempted to follow up their basal cell 
carcinoma patients more than one 
year after treatment. However, only 
eight of the 16 dermatologists who 
attempted long-term follow-up used a 
recall system; the others had merely 
advised the patient to return annual- 
ly. A recall system is essential if one 
expects more than a token number of 
patients to return for annual visits 
long after what was, usually, a minor 
office surgical procedure. In summa- 
ry, only about one third of the sur- 
veyed dermatologists seriously at- 
tempted to follow up their patients 
more than one year after treating a 
basal cell carcinoma. 

For the past ten years of private 
practice, I have used a recall system 
for systematic long-term follow-up of 
all patients treated for basal cell car- 
cinoma. “Long-term” has been arbi- 
trarily defined as more than one year 
after treatment. For the purpose of 
detecting treatment failures, such 
long-term follow-up proved to be sin- 
gularly unrewarding. However, I 
found that the long-term follow-up 
visits uncovered numerous, new skin 
cancers in an early, readily treatable 
stage. : 

The use of long-term follow-up of 


skin cancer patients as a means for 
the early detection of new skin can- 
cers has been neglected. To the best of - 
my knowledge, this point is not dis- 
cussed in the standard texts nor re- 
view articles dealing with skin cancer 
treatment. To provide objective docu- 
mentation as to the value of such 
long-term follow-up visits in detect- 
ing new skin cancers, I began a pro- 
spective one-year study in September 
1971. 


Materials and Methods 


During a one-year period beginning 
September 1971, a record was kept of all 
skin cancer patients who had been re- 
quested to return for a long-term skin can- 
cer checkup. The patients on this list had 
had at least one cancer that I had treated 
more than one year ago and had responded 
to previous follow-up requests. Most of 
these patients were being seen on a regu- 
lar basis, and when the time came for their 
checkup, they were sent a routine letter 
informing them that it was time to return 
for their skin cancer checkup and that this 
examination would be without charge. 
When examined, the patient was ques- 
tioned as to awareness of ary lesions, the 
size and location of any suspicious growths 
was noted, and appropriate biopsies and 
excisions or both were performed. All biop- 
sy specimens were submitted to and inter- 
preted by the pathology departinent of 
Mills Memorial Hospital in San Mateo, 
Calif. 

While this study took place during a 
one-year period, it did not always result in 
an exact one-year period of observation for 
every patient. If each patient had been 
examined only once a year, at exactly one- 


. Basal Cell Carcinoma/Epstein 


No. of Patients Receiving Recall Letters 


Examined, No. Not Examined, No. 

" Reasons: 

Failed to Respond 41 

Moved 9 

Deceased 4 
6 


Miscellaneous 


Skin Cancer Found No Skin Cancer 





Results of long-term skin cancer follow-up of 199 patients receiving recall notices during one- 
year period. 


Table 1.— Incidence of New Skin Cancers* 
in Patients With Previously-Treated Basal Cell Carcinomas 


No. of Patients 
No. of Previous With New Cancer/ Patients With New 
Cancers No. of Patients Examined Cancer, % 


1 4/83 5 
2 5/24 21 
3-77 9/23 39 
8 or moret 9/9 100 














*Development during a one-year period. 
*Because of small numbers, it was necessary to group patients with three to seven and those 
with eight or more prior carcinomas. 


Table 2.— Incidence of New Skin Cancer 
in Relation to Number of Previous Skin Cancers 


No. of Patients 
With New Cancer/No. of 
Group Patients Examined 
All patients with 
previous skin cancers 
Patients with 2 or more 
previous skin cancers 23/56 41 
Patients with 3 or more 
previous skin cancers 18/32 56 


Patients With New 
Cancer, % 





27/139 20 








Table 3. — Comparison of Patients Having 
New Skin Cancer With Patients Without New Cancer 


Group A Group B 
New Skin Cancer Found No Cancer Found 
No. of Patients 27 112 
Age, yr (mean) 64 64 


Male, No. (95) 22(82) 52(46) 
Female, No. (96) 5(18) 60(54) 
Previous skin cancers* 

Total 219 208 

Mean per person 8 1.9 

Range per person 1-48 1-7 
Follow-up visits in 

study period 

Total 56 


Mean per person 2:4 
Range per person 1-4 


Biopsies performed 
Total 


Mean per person 
Range per person 









































*The figure for total number of previous skin cancers is probably somewhat below true value as 
it proved impossible to verify all histories as to previous skin cancers. The author treated 173 pre- 
vious skin cancers in group A and 187 previous skin cancers in group B. 
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year intervals, each examination would 
correspond to a one-year period of observa- 
tion. However, 46 of the 139 patients had 
more than one examination during the 
study period. For none of these 46 patients 
who had been examined more than once 
did the period of observation exceed 16 
months. 


Results 


The Figure shows the results of fol- 
low-up notices sent to 199 patients 
during the one-year study period. A 
little more than two thirds of the pa- 
tients returned for examination, and 
of those returning, about 20% showed 
development of a new skin cancer. Of 
the 27 who had a new skin cancer, 
75% (20/27) had one or more skin 
cancers unsuspected by the patient. 
Thus, 20 of all 139 patients examined 
had a skin cancer of which the patient 
had been unaware. 

A total of 47 new skin cancers were 
discovered, of which 44 were basal 
cell carcinomas, two were intraepi- 
dermal squamous cell carcinomas, 
and one was a squamous cell carci- 
noma. These 47 tumors ranged in 
maximum diameter from 3 to 13 mm, 
with a mean of 5.4 mm. Small tumors 
were preponderant; 37 (79%) were 7 
mm or less in diameter. All tumors 
were treated by surgical excision re- 
sulting in prompt and uneventful 
healing. 

The relationship between the de- 
velopment of new skin cancers and 
the number of previously treated 
basal cell carcinomas is shown in 
Table 1. The relative infrequency of 
skin cancer development in those 
with only one previous tumor (5%) is 
in striking contrast to the 100% de- 
velopment of new skin cancers in the 
patients who had had eight or more 
skin cancers. The data relating the 
development of new skin cancers to 
the number of previously treated 
basal cell carcinomas is presented in 
a different way in Table 2. Table 2 
emphasizes the great increase in per- 
centage of new skin cancers when one 
excludes those patients with only one 
and those patients with one or two 
skin cancers from the follow-up ex- 
amination statistics. 

Pertinent data as to age, sex, pre- 
vious skin cancer, and other factors 
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are compared for the two groups of 
patients in Table 3. A curious and 
unexplained finding was the large 
preponderance of male patients in the 
group with new skin cancers, while 
those having no new tumors were 
about equally divided among the sex- 
es. The fact that the number of pa- 
tients in the new-skin-cancer group 
was small (27) suggests that the find- 
ing of a disproportionately large 
number of male patients was simply a 
random event. 

Recurrences of previously treated 
skin cancers were not observed in any 
of the patients during the study peri- 
od. The 139 patients in this study had 
a total of 360 skin cancers that I had 
previously treated, chiefly by exci- 
sion. 


Comment 


The overall finding that 20% of pa- 
tients previously treated for basal cell 
carcinoma will, in a one-year period, 
develop a new skin cancer appears to 


be a significant indication for long- 
term follow-up. When one considers 
only the patients with two or more 
previous skin cancers, the incidence 
of new tumors found during one year 
rises to an impressive 41%. It might 
be argued that these tumors would 
have been discovered by the patients 
on their own. However, since in 75% 
of the patients with new skin cancers, 
the patient was unaware of one or 
more of the new tumors, it is clearly 
insufficient to rely on the patient’s 
awareness to detect new cancers. 
Does the 20% figure for new skin 
cancers found in this study apply to 
all patients treated for basal cell car- 
cinoma? Since this study depended on 
a voluntary recall system, some selec- 
tivity favoring the finding of new skin 
cancers probably occurred. Patients 
who have had multiple skin cancers 
are more likely to recognize the value 
of periodic checkups than those who 
had only one skin cancer. A patient 


who is observing a new skin lesion * 


may decide to act on a follow-up note 


Test Your Knowledge 


that he would otherwise ignore. To 
what extent such selectivity occurs 
cannot be determined. However, it is 
likely that such selectivity would also 
operate in any other voluntary sys- 
tem of patient recall and that the 20% 
figure for new skin cancers is a find- 
ing which may be generally 
applicable to all patients treated for 
skin cancer. 

The author believes that routine, 
long-term follow-up examinations, as 
a means for detecting new skin can- 
cers, are indicated for all patients 
with two or more basal cell carcino- 
mas. Routine follow-up leads to the 
early detection of skin cancer and, 
consequently, assures ease of treat- 
ment and a minimal cosmetic defect. 
The follow-up examination should be 
at annual intervals, unless the devel- 
opment of numerous skin cancers in- 
dicates the need for more frequent 
visits. 

Janice Crossman was responsible for the fol- 


low-up notices and record keeping involved in 
this investigation. 


Question.— With regard to cyclic adenosine-3',5'-monophosphate (cAMP) in the 
skin, all of the following observations are true except: (a) Prolonged increase in levels 
of cAMP in epidermal cells is associated with mitotic stimulation. (5) Psoriatic skin 
appears to have lower levels of cAMP than does normal skin. (c) cAMP is activated by 
a cell membrane-bound enzyme. (d) Theophylline inhibits the breakdown of cAMP. 
(For answer, see page 827). 
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Basal Cell Carcinoma/Epstein 


Allergic Reaction to 
Feminine Hygiene Sprays 


Alexander A. Fisher, MD, New York 


Feminine hygiene sprays consist of per- 
fume, an emollient and a propellant. With 
the ban on hexachlorophene, most sprays 
no longer contain any antibacterial agents. 
Allergic reactions to the ingredients of the 
sprays are rare, usually occurring in pa- 
tients with miliaria, intertrigo, molilaliasis, 
or seborrheic eczema in the inguinal or 
perineal area. Three cases of allergic reac- 
tions to bacteriostats are reported, two 
from benzethonium chloride, and one from 
chlorhexidine. Perfume in one instance and 
the emollient, isopropyl myristate, in anoth- 
er, produced an allergic contact dermatitis. 

Irritant reactions from the chilling effect 
of fluorinated hydrocarbon propellants due 
to the application of the spray too closely 
to the vulvar area, are much more common 
than are reactions of the allergic variety. 


eminine hygiene sprays, a euphe- 

mism for female genital deodor- 
ants, and more delicately called 
abroad, "intimate" or "intime" sprays, 
are packaged mainly in an aerosol 
form consisting essentially of a fra- 
grance, an emollient, and a propel- 
lant. Some sprays, in addition, con- 
tain an antibacterial agent. At 
present, since the sprays are consid- 
ered as cosmetics by the Food and 
Drug Administration, no labeling of 
ingredients is mandatory. However, 
upon request, the manufacturers of 
the sprays have been quite coopera- 
tive in furnishing the contents of the 
sprays. 

These sprays have enjoyed an enor- 
mous sale in recent years, although 
their superiority over soap and water 
has been questioned.' The senses reel 
upon noting in a trade journal that 
the efficacy of the sprays are "con- 
trolled by double-blind studies by di- 
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rect vulvar olfaction." Since some 
feminine hygiene sprays are also ac- 
tually flavored, not just scented, gus- 
tatory testing may also become a ne- 
cessity. 

Vulvitis and dermatitis produced 
by the sprays have been reported 
principally by gynecologists without 
distinguishing between irritant and 
allergic reactions?? Gowdy' states 
that 26 instances of dermatitis have 
been reported to the FDA, principally 
the irritant variety, but surmises, 
“That some of the reactions may have 
been due to ‘allergic’ reactions to 
'hexachlorophene or perfumes.” There 
is no mention of patch testing pro- 
cedure in these 26 cases. Gowdy also 
cites three instances of the reaction in 
the genital area of the “consorts” of 
women who had used the sprays. 

Thirty women were patch tested to 
the individual ingredients in 12 dif- 
ferent feminine hygiene sprays that 
had produced a vulvar and inguinal 
or thigh dermatitis. In addition, two 
men were tested who had acquired 
penile and scrotal dermatitis after 
having sexual intercourse with wom- 
en who used the sprays just prior to 
the sexual intercourse. 

Four positive patch-test reactions 
were obtained. The specific ingredi- 
ents that produced the positive patch 
test reactions and caused an allergic 
contact dermatitis and vulvitis from 
their presence in the sprays were 
benzethonium chloride, chlorhexi- 
dine, isopropyl myristate, and per- 
fume. One man acquired penile and 
scrotal dermatitis. 


Report of Cases 


Case 1.— A 23-year-old woman acquired 
a severe edematous, pruritic, vulvar, and 
perivulvar eruption following the use, for 
a month, of a feminine hygiene spray con- 
taining benzethonium chloride. A strongly 
positive patch-test reaction was obtained 


with a 1:1,000 aqueous solution of this 
bacteriostat and to benzalkonium chlo- 
ride. The allergic contact dermatitis was 
superimposed upon a seborrheic dermati- 
tis of the inguinal area. 

Case 2.— A 26-year-old woman had pur- 
chased a feminine hygiene spray in Swe- 
den. Each time she used this spray, der- 
matitis and itching had occurred. When 
examined, an eczematous, vulvar, and 
inguinal dermatitis was observed. The 
patient stated that before going to Swe- 
den she had been in southern Europe and 
had acquired "prickly heat" of the lower 
abdomen and upper thighs from wearing 
tight pantyhose. 

It was ascertained that the spray pur- 
chased abroad contained chlorhexidine. 
Patch testing with a 1% aqueous solution 
of this chemical was strongly positive. 

CasE 3.— A 19-year-old woman acquired 
a mild pruritic vulvar and perivulvar 
dermatitis after using a certain feminine 
hygiene spray for six months. Patch test- 
ing with the ingredients obtained from the 
manufacturer revealed a strongly positive 
patch test to isopropyl myristate. 

CasE 4.—A 40-year-old woman with 
known sensitivity to perfume had vulvar 
itching and dermatitis after the first appli- 
cation of a feminine hygiene spray. This 
patient had a strong positive reaction to 
the perfume supplied by the manufactur- 
er. Three controls showed no reaction. A 
positive patch-test reaction to balsam of 
Peru was also obtained. 

Case 5.— A 29-year-old man acquired a 
penile and scrotal dermatitis each time he 
had had sexual intercourse with a woman 
who used a spray containing benzethonium 
chloride. Patch-test reactions to benzetho- 
nium chloride and benzalkonium chloride 
1:1,000 aqueous solution were strongly 
positive. 


Ingredients in Feminine 
Hygiene Sprays 


Bacteriostats. — Hexachlorophene. 
— Prior to the FDA ban, hexachloro- 
phene was the preferred bacteriostat 
in most US products. At one time, as 
many as 40 different sprays contained 
hexachlorophene. It is ironic, that 
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the “banned” hexachlorophene was 
the “safest” antibacterial agent from 
the standpoint of allergenicity. In a 
previous study? we had shown that 
hexachlorophene was an extremely 
rare sensitizer. 

Most manufacturers have not re- 
placed the hexachlorophene with 
another antibacterial agent, with the 
“hindsight” explanation that antibac- 
terial agents did not really contribute 
to the effectiveness of the feminine 
hygiene sprays. 

Benzethonium Chloride. —This qua- 
ternary ammonium compound, which 
may show cross reactions with benz- 
alkonium chloride, is also a rare 
sensitizer. Its presence in a roll-on 
deodorant has produced an allergic 
axillary dermatitis.’ In our series this 
agent produced an allergic reaction in 
one woman and one man. 

Triclosan. — At one time, a few fem- 
inine hygiene sprays contained triclo- 
san (Irgasan DP 300), a diphenyl 
ether which is marketed in more than 
200 different products throughout the 
world. In the United States, there are 
at least 20 formulations containing 
this bacteriostat. These include toilet 
soap bars, surgical scrub soaps, and 
underarm deodorants. Thus far, no 
instances of allergic hypersensitivity 
to triclosan have been reported. Patch 
tests were performed with 0.5% in 
petrolatum.. 

It should be noted that the cloflu- 
carban (Irgasan CF 3) in Safeguard 
soap is chemically unrelated to triclo- 
san. 

Chloroxylenol.—This antibacterial 
agent is present in several European 
feminine hygiene sprays. Patch tests 
were performed with a 1% concentra- 
tion in petrolatum. 

Calnan has reported allergic reac- 
tions to chloroxylenol (written com- 
munication, January 1968)? We, as 
yet, have not encountered positive- 
patch test reactions to this chemical. 

Hjorth and Trolle-Lassen? demon- 
strated cross-sensitization between 
chlorocresol and chloroxylenol in 
three patients. Chlorocresol is used as 
a preservative in betamethasone val- 
erate (Valisone cream). We have not 
recorded any positive patch-test reac- 
tion to this compound.® 

Chlorhexidine.—This bacteriostat 
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is present in several European femi- 
nine hygiene sprays. One of our pa- 
tients who purchased a feminine hy- 
giene spray abroad gave a positive 
patch-test reaction to this chemical. 
Ljunggren has reported allergic hy- 
persensitivity to this agent.*° 

Perfumes. —The fragrance or per- 
fume components are selected with 
care since some perfume ingredients 
are irritants when applied to mucous 
tissues. Some brands of deodorant 
sprays use both a conventional per- 
fume compound as well as an encap- 
sulated perfume which releases the 
fragrance slowly over a longer period 
of time. 

Most feminine hygiene sprays at 
present are simply perfumed products 
without bacteriostats. 

It is of interest to note that the pa- 
tient in this series who was allergic to 
the perfume in the feminine hygiene 
spray, also showed a strongly positive 
patch-test reaction to balsam of Peru. 
In several instances, allergic reac- 
tions to balsam of Peru has alerted us 
to the possibility of an allergic per- 
fume hypersensitivity." 

Propellants. — The propellants, in 
general use, are the fluorinated hy- 
drocarbons. These include trichloro- 
monofluoromethane (Freon 11), di- 
chlorodifluoromethane Freon 12), 
and tetrafluoromethane (Freon 14). 
If the spray is held too close to the 
body, the lower boiling propellants 
could reach the skin surface causing 
erythema and possibly edema. For 
this reason, the instruction on most 
brands of feminine hygiene deodorant 
sprays caution the user to hold the 
can at least six inches away from the 
area to be sprayed. 

The propellants have not been 
shown to be sensitizers, but are prob- 
ably the most common cause of an ir- 
ritant dermatitis when the spray is 
applied too closely to the vulvar area. 

Emollients.—' There is a wide 
choice of emollients that act as the 
carrier for the bacteriostat and the 
perfume. Among the preferred emol- 
lients are fatty esters such as isopro- 
pyl myristate and palmitate, fatty 
alcohols, including lauryl and myris- 
tyle, glycerides, and polyoxethylene 
derivatives of both fatty esters and 
fatty alcohols. 


Calnan? reported six cases of al- 
lergic hypersensitivity to isopropyl 
myristate from its use in an antibiot- 
ic-steroid spray. 

Patch tests were performed with 
10% isopropyl myristate in alcohol or 
as is. Although one of our patients did 
have a positive patch-test reaction to 
the isopropyl myristate, previous 
testing had shown that this emollient 
is a very rare sensitizer.? 


- Comment 


To my knowledge, this communica- 
tion is the first report of allergic reac- 
tions to feminine hygiene sprays doc- 
umented with the results of patch 
tests with the individual ingredients 
of such sprays. 

It should be emphasized that irri- 
tant reactions from the too close ap- 
plication of the spray are much more 
common than are the allergic reac- 
tions. Such allergic reactions appear 
to occur particularly on skin that had 
been previously injured by some type 
of nonallergic dermatitis. 

At present most feminine hygiene 
sprays are free of antibacterial agents 
and consist principally of a perfume, 
an emollient, and a propellant. 
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In order to determine if there was an 
association of pemphigus vulgaris and any 
antigenic specificity of the HL-A system, 43 
unrelated white patients with pemphigus 
vulgaris were typed for HL-À by the micro- 
droplet lymphocyte cytotoxicity test. HL- 
A10 was present in 17 of 28 unrelated Jew- 
ish patients with pemphigus vulgaris 
(60.7%) as compared to 19 of 94 Jewish 
control patients {20.2%) (P<.0001). 
Among female patients, the occurrence of 
HL-A10 was 71% and among male patients, 
45%. HL-A10 was elevated but not signifi- 
cantly associated with pemphigus vulgaris 
in non-Jewish whites. No significant asso- 
ciations were noted for other HL-A specific- 
ities. A pemphigus susceptibility gene 
linked to HL-A is pastulated. 


Wwe the past year, persons with 
specific HL-A types have been 
found to be more susceptible to cer- 
tain skin diseases. From studies of 
association of HL-A with these dis- 
eases, it can be inferred that persons 
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with HL-A13 and W17 are more sus- 
ceptible to psoriasis, a familially re- 
lated disease, than those without 
these antigens.'? Similarly, persons 
with HL-A1 and HL-A8 are more sus- 
ceptible to dermatitis herpetiformis, 
a nonfamilial disease.? 

Pemphigus vulgaris is a disease of 
unknown cause in which a large per- 
centage of the affected patients be- 
long to the Jewish ethnic group and 
in which some familial occurrence 
has been noted.* We had earlier noted 
that, even among whites, a difference 
in the HL-A antigen association is 
found between Jewish and non-Jew- 
ish whites with psoriasis.! Therefore, 
genetic linkage disequilibrium be- 
tween HL-A and susceptibility varies 
not only among races but within sub- 
divisions of racial groups. In pemphi- 
gus vulgaris, as described here, an 
even greater difference appears to 
exist in the association of one anti- 
gen, HL-A10, among Jewish patients. 


Patients and Methods 


Forty-three unrelated white patients 
with pemphigus vulgaris, diagnosed clini- 
cally and confirmed by histologic examina- 
tion, and in most cases by direct and indi- 
rect immunofluorescence tests, were 
studied. Thirty-five patients were from the 
University of California at Los Angeles 
Medical Center, various private dermatol- 
ogy practices and several university affili- 
ated hospital centers in the greater Los 
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Table 1.—Frequency of HL-A Antigens in Jewish vs Non-Jewish 
White Patients With Pemphigus Vulgaris 


Jewish Patients 
T MMMMÀMÀ——ÓM—Q M 
% in 28 
Patients 


% in 94 


Antigen - Controls 





P Value 


Non-Jewish Patients 
reese, 
% in 870 % in 15 


Controls Patients P Value 





HL-Al 
HL-A2 





18 





HL-A3 




















HL-A7 





HL-A8 





HL-A12 



































*P < .01 when multiplied by 23 (number of specificities tested). 


Angeles area. All patients had had pem- 
phigus vulgaris for one year or longer. A 
complete medical history (including racial 
and ethnic background) and physical 
examination was obtained on each pa- 
tient. 

All Jewish patients with pemphigus 
were of Ashkenazi extraction. Control 
populations consisted of 94 unrelated indi- 
viduals of Jewish extraction and 860 unre- 
lated non-Jewish individuals. HL-A typ- 
ing was done by the microdroplet lympho- 
cyte cytotoxicity test.5 These cells were 
typed with four to seven antisera of each of 
23 defined specificities. Typing for HL-A 
and ABO specificities was done within the 
six-month period of June through Decem- 
ber, 1972. In comparing 23 different HL-A 
specificities using the x? test for signifi- 
cance, one would expect to find, by chance 
alone, at least one value that would be 
considered significant according to the x? 
test. An allowance for centering attention 
of extreme associations was made by mul- 
tiplying the nominal significance level by 
the number of comparisons. 


Results 


HL-A10 was significantly associ- 
ated (P «.01 even after multiplica- 
tion by 23) with pemphigus vulgaris 
for the 43 white patients tested as 
compared to their respective control 


804 Arch Dermatol/Vol 108, Dec 1973 


group (Table 1). HL-A10 was present 
in 17 of the 28 Ashkenazi Jewish pa- 
tients with pemphigus vulgaris 
(60.7%) as compared with 19 of 94 
(20.2%) of the Jewish controls (Table 
1). The corrected P value was highly 
statistically significant (P = .0023). 

There is a slight indication that the 
association of HL-A10 may be strong- 
er in Jewish female than in male pa- 
tients, since 71% of 17 Jewish female 
patients had HL-A10 as contrasted to 
45% of 11 male patients (P= .35, Ta- 
ble 2). Among non-Jewish whites the 
corresponding fractions were 14% of 
seven female patients and 2596 of 
eight male patients. 

None of the other HL-A specificities 
for the patients of Jewish extraction 
was statistically significantly associ- 
ated with pemphigus vulgaris when a 
corrected P value was calculated. A 
decrease in HL-A9 and an increase in 
W5 were the only disturbances with a 
P value less than .05 before the sig- 
nificance level was corrected. When 
corrected there were no significant 
differences in HL-A specificities for 
15 non-Jewish white patients, al- 
though W15 was somewhat elevated 
(P «.05). The ABO blood groupings 


Table 2.— Associated HL-A Specificities 
in Jewish White Patients 
With Pemphigus Vulgaris 




















Antigen 
a Él 
Patients* HL-A10 W5 
Jewish males 





Control 20 23 

Pemphigus vulgaris 45 36 

P value -18 58 
Jewish females 

Control 20 18 

Pemphigus vulgaris 71 47 

P value 00047 .04 





*There were 44 male control patients and 
11 with pemphigus vulgaris; 50 female controt 
patients and 17 with pemphigus vulgaris. 

+P <.01 when multiplied by 23 (number of 
specificities used). All other HL-A specificities 
not shown are significantly different from con- 
trol values. 


in patients with pemphigus vulgaris 
were not significantly different (P > 
.05) and HL-A10 was not associated 
with any ABO group in these pa- 
tients. Nor were there any significant 
associations of HL-A specificities 
with the extent and severity of the 
lesions of patients examined with 
pemphigus vulgaris (P > .05, Table 3) 
nor for those who had HL-A10 as op- 
posed to other specificities. "Their 
maximum indirect (serum) fluores- 
cent antibody titers using monkey 
esophagus (Macacca mulatta) did not 
vary by HL-A type for the 27 patients 
who were tested, again indicating no 
relationship of HL-A types with the 
severity or course of the disease. 


Comment 


The high association of HL-AIO 
with pemphigus vulgaris is of partic- 
ular interest since this association 
was found to be much sharper when a 
racial subgroup, Jewish whites, were 
separated from the white group as a 
whole. À similar effect, although not 
as marked, was seen in our earlier 


.8Studies of psoriasis in which W17 and 


HL-A13 were increased in non-Jew- 
ish persons but not significantly in 
those with Jewish surnames.! A more 
careful history on ethnic origin was 
performed in the present study. The 
61% frequency of HL-A10 among 
Jewish patients with pemphigus 
compared to 20% among Jewish con- 
trols is a considerably greater differ- 
ence than among non-Jewish patients 
with a frequency of 20% as compared 
to 11% in controls. 
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Table 3. — Severity of Pemphigus Vulgaris Associated With HL-A10 in White Patients* 


Maximum Severity of 
Pemphigus Vulgaris 


at Time of Study 
Mild (oral only) 
Moderate 
Severe (total body) 


HL-A10, % 


All Other HL-A Groups 
Excluding HL-A10, 96 





*Number of patients with HL-A10, 20; number of patients with all other HL-A groups excluding 


HL-A10, 23. 


The difference between the two 
groups of white patients points to the 
greater likelihood that a genetic link- 
age of a susceptibility gene is in- 
volved rather than a direct cross-re- 
action of the etiologic agent with HL- 
A10. 

The mutant gene for susceptibility 
to pemphigus may have originated 
linked to HL-A10, and been main- 
tained in linkage disequilibrium. 
Whether some force has kept this dis- 
equilibrium or whether the disease is 
of relatively recent evolutionary ori- 
gin and the mutation has not reached 
a balanced state is not known. The 
recent finding from our laboratory 
that W27 was ten times as frequent 
among patients with ankylosing 
spondylitis as among controls?" dem- 
onstrates that the linkage of suscepti- 
bility to HL-A could be a very close 
one. Racial stratification can serve to 
retain the disequilibrium within one 
group. The Jewish patients were all 
of Ashkenazi extraction and the ap- 
plicability to Sephardic or other 
Jewish populations remains to be 
determined. Crossovers could account 
for the persons who are not HL-A10 
and have pemphigus. 

Pemphigus is a rare disease, and in 
a study done at Bellevue Hospital in 
New York City between 1927 and 
1940 pemphigus constituted only 
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0.8% of all patients with cutaneous 
diseases seen during that period.? 

Although the sporadic occurrence 
in at least seven families*'* suggests 
a genetic component, none of the 43 
patients studied here had a family 
history of phemphigus and in several 
other series of larger numbers a simi- 
lar lack in family history has been 
noted.*5!5 Penetrance of the gene is 
undoubtedly rather low. 

One modifying factor may be 
linked with the sex chromosome, 
since Jewish female patients with 
HL-A10 appear to be about twice as 
susceptible as Jewish male patients, 
though the numbers are yet too small 
to draw conclusions. 

The expression of the gene is proba- 
bly multifactorial. Infection with 
mycoplasma'® and viruses*!” has 
been suggested. Otaer factors besides 
infectious agents which have been 
considered to be associated with the 
cause or induction of pemphigus vul- 
garis include ultraviolet light!5 and 
such drugs as phenylbutazone 
(Butazolidin) and penicillamine.'” 


Walter Lever, MD, 3oston, provided blood 
from eight of his patients with pemphigus vul- 
garis. 


Nonproprietary Name and 
Trademarks of Drug 


Penicillamine—Cuprimine. 
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Fifty-eight patients with a clinical diagno- 
sis of atopic dermatitis were evaluated. 


Serum IgE levels, measured by a double. 


antibody radioimmunoassay, varied from 2 
to 46,560 ng/mi in 55 patients (mean, 
6,793 ng/ml median, 2,639 ng/ml). The 
three other patients had extremely high IgE 
values (77,704, 101,663, and 156,444 
ng/ml). Three patients with atopic derma- 
titis had subnormal serum IgE levels and 
may represent a distinctive subgroup that 
should be studied further. Statistical anal- 
ysis by nonparametric methods showed 
significant correlation of the serum IgE 
level with the extent of skin involvement. 
The “atopic index," defined as the ratio of 
the number of positive intradermal skin 
tests to the number administered, and the 
intensity of the delayed blanch phenome- 
non also correlated significantly with IgE 
level. There was no. correlation between 
IgE ievel and the subjective assessment 
of severity of dermatitis. 


he existence of a fifth class of 

immunoglobulins has been es- 
tablished independently by two 
groups of investigators. Ishizaka and 
associates' demonstrated that the 
activity of skin-sensitizing antibodies 
could not be absorbed from the sera of 
sensitive individuals by antisera to 
IgA, IgM, IgG, or IgD and concluded 
that skin-sensitizing antibody activ- 
ity must be a property of another 
class of immunoglobulin, which 
Ishizaka® termed "IgE." Indepen- 
dently, Johansson and Bennich? dis- 
covered a myeloma protein, IgND, 
which could not be categorized among 
the then known classes of immuno- 
globulin and which was found to 
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block the Prausnitz-Küstner (P-K) 
passive skin sensitization reaction.4 
IgND was subsequently shown to be 
the same as IgE, and the World 
Health Organization in 1968 adopted 
the latter name.? 

Serum IgE concentrations must be 
measured by sensitive assay pro- 
cedures. Using a radio-allergosorbent 
test, Johansson? found the mean val- 
ue for IgE in serum of healthy sub- 
jects to be 248 ng/ml, and Gleich and 
associates" reported a mean IgE level 
of 160 ng/ml in nonallergic persons. 
In the latter study, 94% of normal 
persons had IgE levels lower than 540 
ng/ml. Abnormally high levels of IgE 
have been reported in respiratory al- 
lergies (asthma and hay fever), atopic 
dermatitis, and parasitic diseases 
such as ascariasis, trichinosis, intes- 
tinal capillariasis, and visceral larva 
migrans.*^ Normal serum levels of 
IgE have been reported in patients 
with a variety of skin conditions in- 
cluding acne, alopecia areata, sclero- 
derma, and vitiligo.!9!*'7Krueger and 
co-workers! found that IgE levels 
were normal in nummular eczema 
and in ichthyosis. Increased serum 
IgE levels have been noted consis- 
tently in patients with atopic derma- 
titis,/97-7 and the highest IgE con- 
centrations have been observed in 
children with both atopic dermatitis 
and asthma.!??' Recently, Winkel- 
mann and Gleich?! noted a chronic 
acral dermatitis in patients who had 
no features of the atopic diathesis but 
did have extremely high IgE levels. 

Although IgE levels are increased 
in atopic dermatitis, there is contro- 
versy as to whether these levels are 
related to the extent or severity of 
disease. Juhlin et al reported that 
they were unable to find a correlation 
between IgE levels and the severity of 
atopic dermatitis (as judged by clini- 
cal symptoms) or the number and size 
of positive intradermal skin tests,'? 


although IgE levels did return to 
normal in patients free of dermatitis 
for a year or more. In contrast, 
Ogawa and co-workers! and more 
recently Gurevitch and his associ- 
ates" reported that IgE levels did 
correlate with severity of the derma- 
titis if severity was defined on the 
basis of number of areas of involve- 
ment. 

The present study was undertaken 
to determine whether IgE levels 
correlate with severity or extent of 
atopic dermatitis and to determine if 
there are correlations with other 
phenomena of atopic disease, particu- 
larly the  methacholine chloride 
(MecholyD skin test and a battery of 
intradermal skin sensitivity tests. 


Patients and Methods 


Fifty-eight patients with a diagnosis of 
atopic dermatitis seen at the Mayo Clinic 
between December 1971 and October 1972 
were studied. We included consecutively 
all those patients seen by the authors and 
who fulfilled either of the following crite- 
ria for diagnosis of atopic dermatitis: (1) 
characteristic chronic eczematoid rash 
primarily involving the flexural areas and 
often showing marked lichenification, or 
(2)atypical eczema with strongly positive 
family history of atopy and a definite his- 
tory of either atopic dermatitis, asthma, or 
hay fever. Questionable cases were exclud- 
ed. 

The following information was obtained 


. in each case: age, age at onset, duration of 


disease, extent of disease in terms of num- 
ber of sites involved, severity of disease 
graded 1+ to 5+ on the basis of an overall 
clinical estimate that took into account 
the severity of pruritus and the nature of 
the lesions (excoriations, exudation, lich- 
enification, erythema, or crusting), as well 
as the size of the lesions and the atopic his- 
tory in terms of the presence of other atop- 
ic diseases, whether active or quiescent, or 
of atopy in first-degree relatives. 

The delayed blanch response to an intra- 
dermal injection of 0.1 ml of methacholine 
chloride diluted 1:1,000 in isotonic saline 
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solution was observed in the unaffected 
skin of the upper back of each patient. 
Each test was interpreted by two of the 
authors independently and was evaluated 
as nonreactive, questionable, or weakly 
positive (blanching of the injection wheal 
with a pale halo = 1 mm), moderately pos- 
itive (blanching of the wheal with a 
blanched halo of up to 5 mm), or strongly 
positive (blanched area extending more 
than 5 mm beyond the margin of the 
wheal or with significantly blanched pseu- 
dopods). 

Fifty patients were tested by the intra- 
dermal injection of a number of common 
skin-sensitizing antigens. Most of those 
tested received a standard battery of 14 
allergens including cat hair, cattle hair, 
dog hair, hog hair, horse hair, house dust, 
whole egg, whole milk, whole wheat, giant 
ragweed, small ragweed, mixed northern 
grasses, mixed feathers, and sheep wool. 
One to three allergens were inadvertently 
omitted in six cases. The ratio of positive 
tests to the number of tests administered 
was calculated as the “atopic index.” A 
test was considered positive only if a 
wheal and flare reaction occurred with the 
wheal greater than 4 to 5 mm in diameter. 

Blood was drawn from each patient be- 
fore treatment was started. Serum levels 
of IgE, IgA, IgG, and IgM were measured 
in 53 cases, and IgE alone was measured 
in the remaining five cases. The IgE levels 
were determined by a double antibody ra- 
dioimmunoassay. In this assay system, 
rabbit antiserum to one IgE myeloma pro- 
tein is used to bind to a radiolabeled IgE 
myeloma protein from a different patient, 
thus minimizing the possibility of antigen- 
antibody reaction on the basis of idiotypic 
specificities. The normal range of IgE lev- 
els in nonallergic individuals (94% confi- 
dence limit) was 6 to 780 ng/ml’. IgG, IgA, 
and IgM were measured by a commercial 
automated immunoprecipitin system.” 

Because of the extremely wide range 
and abnormal distribution of values of IgE 
(Fig 1), it was necessary to use nonpara- 
metric tests of significance. Although the 
graphs shown here are drawn on logarith- 
mic scale for convenience in interpreta- 
tion, the statistical analysis was not per- 
formed on logarithmically transformed 
values. 


Results 


The IgE levels of 55 patients varied 
from 2 to 46,560 ng/ml (mean, 6,793 
ng/ml; median, 2,639 ng/ml) The 
median IgE for all 58 patients was 
3,067 ng/ml. There were three addi- 
tional patients with extremely high 
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IgE values (77,104, 101,363, and 
156,444 ng/ml). These patients were 
in satisfactory health except for their 
atopic dermatitis. The two patients 
with the lowest IgE levels, 2 and 3 
ng/ml, also had abnormalities of the 
other immunoglobulins (Table 1). The 
former patient had had recurrent 
bronchopulmonary infections and 
bronchiectasis during the previous 10 
years; the latter was in excellent 
health except for the atopic dermati- 
tis. A third patient also had an ab- 
normally low IgE level, 4 ng/ml, with 
typical atopic dermatitis and normal 
IgG, IgA, and IgM values. 

The results of the statistical analy- 
sis of the data are shown in Table 2. 
There was no significant relationship 
between IgE level and patient’s age 
(Fig 2, top left), age at onset of disease 
(Fig 2, top right), or duration of dis- 
ease (Fig 2, bottom left). Similarly, no 
correlation was found between IgE 
and the presence of other atopic dis- 
eases (whether active or quiescent), a 
contributory family history alone, or 
an entirely noncontributory history 
of atopy (Fig 2, bottom right). The ex- 
tent of dermatitis did correlate well 
with the serum IgE level (Fig 3, top 
left), while severity showed no such 
correlation (Fig 3, top right). 

The methacholine chloride-delayed 
blanch was moderately or strongly 
positive in 78% of our cases, with ex- 
cellent agreement between the two 
independent evaluations 





correlated well with levels of IgE (Fig 
3, bottom left). Likewise, the atopic 
index correlated very well with IgE 
level (Fig 3, bottom right). 

There was no correlation of IgG, 
IgA, or IgM level with either IgE lev- 
el or extent or severity of the dermati- 
tis. 


Comment 


Our data are substantially in 
agreement with those of Ogawa et 
al' and Gurevitch et al," demonstrat- 
ing that the levels of IgE in serum do 
correlate with the extent of the dis- 
ease in terms of the anatomic extent 
of the dermatitis. Severity, defined in 
terms of the nature of lesions rather 
than surface areas involved, does not 
correlate with IgE. This confirms the 
work of Juhlin et al'" and suggests 
that the disagreement between Oga- 
wa et al and Gurevitch et al, on the 
one hand, and Juhlin et al on the 
other may have been due to a failure 
to distinguish between severity and 
extent of the disease or to the inap- 
propriate equation of severity with 
extent. 

The absence of significant correla- 
tion of IgE with features of the atopic 
history suggests that we may disre- 
gard these factors in comparing IgE 
levels among patients with atopic 
dermatitis, at least when this infor- 
mation is obtained on a purely histor- 
ical basis. This is particularly inter- 
esting because the reverse is not true 
according to a number of investiga- 
tors who have noted that, among per- 
sons with asthma or hay fever, pa- 
tients with atopic dermatitis have 
significantly higher IgE levels than 
do those without dermatitis.!?? 

Of further interest in this context is 
the correlation of IgE level with the 
atopic index, apparently a suitable 
objective measurement for docu- 
menting the atopic state. The atopic 
individual is believed to have a genet- 
ically determined propensity for be- 
coming sensitized to various exoge- 
nous antigens. We believe that the 
atopic individual becomes sensitized 
to a greater number of these antigens 
than does a nonatopic individual and, 
as a result, produces a greater quanti- 
ty of skin-sensitizing (IgE) antibody. 
Levine and co-workers? have re- 
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Fig 2. — Correlations with serum IgE levels. IgE is plotted logarithmical- 
ly; shading represents normal range (9496 confidence limits, 6 to 780 
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Fig 3. — Correlations with serum IgE levels. IgE is plotted logarithmical- 
ly; shading represents normal range (94% confidence limits, & to 780 ng/ 
ml). Top left, With extent of dermatitis; IgE level is correlated with extent. 
Top right, With severity of dermatitis; no significant correlation. Apparent 
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Arch Dermatol/Vol 108, Dec 1973 





150.05 - J 
100.0 
800 . 
60.0 
e * 
40.0 
. 
260- j : 
. . 
10.0 i ° s . 
z CE 
2 6.0 .,* 2 DES 
c bd . 
è sor " er ; 
2 . - 
LJ . 
2 2.0) . 
| e 











Mild 1+ 2+ 


Moderate 4+ Severe 5+ 
3+ 












0.8 
0.6 


0.4 


0.2 





«0.1 enu 
0-25 26-50 51-75 76-100 
Atopic index, 95 


poses. Bottom left, With methacholine chloride test results; there is sig- 
nifizant correlation with intensity of delayed blanch. Bottom right, With 
ato5ic index; correlation is significant. The atopic index is defined as the 
ratio of number of positive intradermal skin tests to number adminis- 
tered. 


IgE in Atopic Dermatitis/Stone et al 809 


Table 1.— Patients With Low IgE Levels 


50, M 21, F 
Not typical 


None (multiple 
drug allergies) 


Age (yr), sex 17,M 
Atopic dermatitis Typical 
History of atopy f None 


Family history of Eczema 
atopy {sibling} 





Typical 

Infantile eczema, 
asthma, 
hay fever 

Hay fever, 
asthma, 
eczema 





Hay fever (cousin) 





Skin tests Not done 





Not done Not done* 





Delayed blanch : Strongly positive 
IgE (ng/ml) : 3° 
` (normal, 7-780 

ng/ml) 





Strongly positive Strongly positive 


4 








IgA (mg/ml) ; 
(normal, 0.3-3.0 
mg/ml) 











IgM (mg/ml) 
(normal, 0.2-1.4 
mg/mi) 








IgG (mg/ml) 
(normal, 6.4-14.3 
mg/mi) 








*Done elsewhere; reportedly positive on a number of tests. 








Table 2. — Results of Statistical Analyses 





































































Comparison: IgE vs p* Test Used 

Severity . NS Rank sum 

Extent 0.0014 Fisher's exact testt 

Atopic index 0.0227 Fisher's exact testt 
'Methacholine test 2.01; «.025 Rank sum : 

Age NS Spearman's rank correlation 
Age at onset NS Rank sum 

Duration NS Rank sum 

Historyt NS Rank sum 





IgM, IgG, IgA NS 


*NS, no significant correlation. 
tPerformed on a two-way table obtained using medians.?? 
Other atopic diseases active or quiescent, family history positive, no atopic history. 


cently reported a significant relation- 
ship of the HL-A system to IgE re- 
sponsiveness and antigen E sensitiv- 
ity. They described seven families in 
which the HL-A haplotype appeared 
to be closely linked genetically to a 
locus controlling immune responsive- 
ness to antigen E. They had previous- 
ly demonstrated two possibly analo- 
gous genes in mice, one permitting 
the production of high levels of re- 


- aginic antibody and the other closely 


linked-to a histocompatiability locus, 


‘which is linked to other genes con- 


trolling immune responsiveness to 
specific antigens. Marsh and 
associates” independently reported a 
significant association between the 
intensity of allergic patients’ skin 
sensitivity to antigen Ra5, a minor 


ragweed antigen, and the presencé of © 
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HL-A7 antigens or the closely related 
HL-A7 cross-reacting group; serum 
IgE levels were not measured. Thus, 
two recent studies have provided evi- 
dence for genetic control of immune 
reponsiveness in man, and it is possi- 
ble that the extremely wide range of 


values for serum IgE levels above the 


normal range seen in our patients 
may be attributable to such immune 
responsiveness loci. In regard to the 
role of IgE in atopic dermatitis, this 
emphasizes the necessity of answer- 
ing the question, Is it cause or effect? 
The delayed blanch phenomenon, 
first reported by Lobitz and Camp- 
bell,5 consisted of blanching of the 
skin at and about the site of an intra- 
dermal. injection of acetylcholine 
chloride or methacholine chloride in 
patients with atopic dermatitis. This 


blanching occurs within the original 


flare after three to five minutes and 


persists for 15 to 30 minutes. Subse- 
quent reports have suggested that the 
delayed blanch test is fairly specific 
for the atopic diathesis, occurring in 
about 70% of patients with atopic 
dermatitis and in about 50% of pa- 
tients with asthma or hay fever but 
without dermatitis.?* 

The mechanism of the delayed 
blanch is controversial. Lobitz and 
Campbell” originally attributed it to 
a paradoxic vasoconstriction, and this 
was initially accepted. Others have 
postulated that the blanch represents 
edema fluid in the skin that appears 
with the vasodilatation and thus ob- 
scures the erythema. Ramsay,” using 
a photoelectric pulse meter, and 
Copeman and Winkelmann,” using 
intravenously injected Evans blue 
dye, have demonstrated an outpour- 
ing of edema fluid. Ramsay also found 
evidence of vasodilatation, not vaso- 
constriction, at the site of the injec- 
tion of methacholine chloride. The 
significant correlation between IgE 
level and intensity of the delayed 
blanch raises the important question 
of whether this is a genetic associa- 
tion with independent physical char- 
acteristics closely linked on the chro- 
mosome (as with the HL-A antigens) 
or is a direct involvement of IgE in 
the production of edema when vaso- 
dilatation occurs, perhaps as a con- 


sequence of being fixed to the vascu- 


lar endothelium or adjacent mast 
cells. 

The wide range of abnormal IgE 
values that we encountered was sur- 
prising. We have not seen previous 
reports of IgE levels of 50,000 to 
150,000 ng/ml in patients with other- 
wise uncomplicated atopic dermatitis, 
and we do not have any explanation 
for these uniquely high levels. 

The three patients with extremely 
low IgE levels are difficult to explain 
if we postulate that IgE plays a caus- 
ative role in the pathophysiologic 
development of atopic dermatitis. 
Two of these patients had clinically 


. typical atopic dermatitis; the third, 


although not typical, did fit our crite- 
ria for atopic dermatitis and was in- 
cluded. Unfortunately, all three of 
these patients were among those who 
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failed to appear for intradermal skin 
testing although patient 3 had had a 
number of positive skin tests in the 
past. Patients 1 and 3 may represent 
a subgroup of atopic patients in whom 
the circulating IgE is not related to 
the quantity of tissue-fixed antibody; 
alternatively, there might be another 
class of homocytotropic antibody in 
this group of patients. For the pre- 
sent, however, we can only postulate 
that there is at least one subgroup of 
patients with typical atopic dermati- 
tis whose disease activity is not relat- 
ed to their abnormally low serum IgE 
levels. 

Patient 2 represents a different sit- 
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uation. He had an atypical eczema, a 
strongly positive delayed blanch, 
multiple drug allergies consistent 
with atopic dermatitis, and also bron- 
chiectasis and recurrent bronchopul- 
monary infections with acquired 
hypogammaglobulinemia. Clinically, 
we were willing to assign a diagnosis 
of atopic dermatitis but, on examin- 
ing his immunoglobulin levels, we 
must assign him to another subgroup 
of that disease, probably a subgroup 
distinct from that of the previous two 
patients. 

These three patients and any other 
patients with atopic dermatitis who 
may be discovered to have abnormal- 
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ly low serum IgE levels clearly call 
for further investigation. 
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Pterygium 


Inversum Unguis 


Ruggero Caputo, MD, Giorgio Prandi, MD, Milan, Italy. 


A 45-year-old patient had an acquired 
abnormality in which the distal part of the 
nail bed remained adherent to the ventral 
surface of the nail plate eliminating, there- 
hy, the distal groove. The disorder was not 
familial; it seems to have arisen sponta- 
neously and gradually, involving several 
symmetrical fingers. There were no nail 
plate alterations and the soft periunguinal 
tissues were normal. 

For this pathologic entity we suggest the 
term "pterygium inversum unguis". A pos- 
sible explanation for this nail bed abnor- 
mality is that it represants an acquired re- 
version, without an apparent cause, to a 
more primitive type of structure. 


mong the diseases of the nail, 

those affecting the nail bed are 
the least understood. Recently, we 
have had the opportunity to observe a 
patient with an unusual disorder in 
which the distal part of the nail bed of 
some fingers remained adherent to 
the ventral surface of the nail plate, 
thereby eliminating the distal 
groove. This abnormality, for which 
we suggest the term pterygium inver- 
sum unguis, gives rise to some inter- 
esting pathogeneti- and philogenetic 
considerations. 


Report cf a Case 


A 45-year-old housewife came to our 
clinic in June 1972 complaining of un- 
usual sensitivity of the distal ends of some 
of her finger nails. The distal part of the 
nail bed of the second to fifth fingers of the 
left hand, and the third to fifth fingers of 
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the right hand, was adherent to the ven- 
tral surface of the nail plate, so that the 
angle formed by the fleshy tip and the nail 
plate was not acute, but obtuse (Fig 1 and 
2). In all other respects, the nails were per- 
fectly normal: there were no alterations in 
their dimension, form, curvature, thick- 
ness, consistency, or lucidity. The epo- 
nychium, perionychium, and the fleshy 
tips of the fingers were also normal. 
Growth in length of the finger nails was 
normal, but the patient suffered pain and 
bleeding when she attempted to cut them, 
and so had to confine herself to filing. Ex- 
cessive sensitivity of the fleshy tips of the 
fingers seriously affected her ability to 
work with her hands. The abnormality 
had appeared, unassociated with any 
other symptoms, about six years previous- 
ly. Originally, it involved the last three 
fingers of both hands and three months 
later, the index finger of the left hand. 
There was no family history of a similar 
abnormality and no history of previous 
trauma or nail disease. 
. Nothing abnormal was found on rou- 
tine, general physical examination, and a 
roentgenogram of the hands, arms, and 
vertebral column revealed' nothing un- 
usual. Results of rheography of hands and 
arms were normal and the skin tempera- 
ture of all fingers of both hands was within 
normal limits. No evidence of mycotic in- . 
fection was obtained from cultures. The 
patient refused to submit to biopsy or cap- 
illarioscopic examination. 


Comment 


The features of this abnormality of 
the distal part of the nail bed may be 
summarized as follows: it is an ac- 
quired, nonfamilial, gradually devel- 
oping, symmetrical, pathologic entity 
that is unaccompanied by alterations 
of the nail plate or soft periunguinal 
tissues. 

We suggest the name pterygium 


Pterygium Inversum Unguis/Caputo & Prandi 817 





Fig 1.—Pterygium inversum unguis, palmar 
surfaces of fingers. 





Fig 2.—Pterygium inversum unguis, fingers of 
left hand. 








Fig 3.—Anatomic differences between nor- 
mal finger (A) and finger with pterygium inver- 
sum unguis (B): Nail bed giving rise to ventral 
nail plate (1); nail plate (2); hyponychium (3); 
anterior limiting furrow (4); fleshy tip (5). 


Fig 4.— Longitudinal section (left) and cross 
section (right) diagrams of claw (A), hoof (B), 
normal human nail (C), and pyterygium inver- 
sum unguis (D). Black color indicates nail plate; 
stipples, sole horn; lines, fleshy tip. (Modified 
from Sertoli?) 
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inversum unguis because of the simi- 
larity between the behaviour of the 
hyponichium in this case and the 
behavior of the eponychium in ptery- 
gium unguis. 

While reviewing the literature re- 
garding known nail diseases,'? ei- 
ther primary or secondary, we could 
not find any other report of a similar 
case. 

It is not difficult to differentiate 
between pterygium inversum unguis 
and erythemato-papular and neoplas- 
tic nail plate diseases. The only form 
of the neoplastic nail plate diseases 
which could be considered in the dif- 
ferential diagnosis is the one called 
subunguinal hyperkeratosis. It is dis- 
tinguished by two types: (1) a congen- 
ital type," often associated with 
pachyonychia and teeth alterations, 
and (2) an acquired type (which is 
possibly caused by either onychomy- 
coses, psoriasis, pityriasis rubra pi- 
laris, or chemical substances). 

These conditions however, are, 
characterized by an accumulation of 
horny substance between the termi- 
nal part of the nail bed and the nail 
plate, which always remain clearly 
distinct and separate. 

We suggest that the pathogenesis of 
pterygium inversum unguis lies in an 
abnormality of the nail bed (Fig 3). In 
a 10-week-old fetus;? it is already pos- 
sible to observe a fungus-like promi- 
nence called the dorsal "plum" (the 
sole horn of comparative anatomy) in 
the distal part of the dorsal surface of 
the finger. In the third month of fetal 
life, there appears, under the dorsal 
plum, a crescent-shaped elevation of 
the dermis and epidermis, which is 
called the distal prominence. The 
dorsal plum keratinizes in a manner 
similar to the horny layer of the nor- 
mal epidermis and gives rise to the 
hyponychium. 

In the mature nail, the distal prom- 
inence becomes very flat and the hy- 
ponychium, constituted by a single 
layer of keratinized cells, is anterior- 
ly limited by a depression of the dor- 
sal surface of the finger, called the 
limiting-furrow or distal groove. Ac- 
cording to  Lewis's histological 
research? — Achten's histochemical 
observations, and Hashimoto's ul- 
trastructural studies,’ the nail bed 


produces the ventral part of the nail 
plate. This activity should cease at 
the hyponychium, so that detachment 
of the nail plate from the nail bed can 
occur. 

According to Pinkus; three zones 
are to be distinguished in the nail 
bed: the fertile proximal matrix, the 
sterile medium matrix, and the fer- 
tile terminal matrix. The fertile ter- 
minal matrix is located at the detach- 
ment point of the nail plate from the 
nail bed; it should keratinize more or 
less without any contribution to the 
formation of the ventral part of the 
nail plate and it can be identified 
with the sole horn of lower animals. 
However it is produced, the "sole 
horn” of the human nail is very much 
smaller than in animals. 

We suggest that pterygium inver- 
sum unguis is a condition which re- 
sults from the distal extension of the 
zone of the nail bed that normally 
contributes to the formation of the 
nail plate. This leads to a more ven- 
tral and distal disposition of the hy- 
ponychium (Fig 4). This, in effect, 
anomalous adhesion of the nail bed to 
the ventral surface of the nail, ex- 
plains the unusual appearance of the 
terminal part of the fleshy tip, and 
resembles what happens in the claw 
and hoof (Fig 4). In our patient, the 
"sole horn" was more extensive than 
normal, which indicates the possibili- 
ty of an acquired reversion, without 
any apparent cause, towards a more 
primitive condition. 


Figure 4 is reproduced with permission from 
Minerva Medica.? 
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Hypertrophic Scar After Cryotherapy 
and Topical Tretinoin 


Gary L. Peck, MD, Bethesda, Md 


A large recurrent basal cell epithelioma 
resolved following treatment with topically 
applied 1% tretinoin (vitamin A acid) oint- 
ment. The lesion had been pretreated with 
superficial liquid nitrogen cryotherapy 
eight weeks previously. Coincident with the 
resolution of the tretinoin-induced inflam- 
matory reaction, a hypertrophic scar devel- 
oped that involuted after nine months. A 
hypertrophic scar was experimentally pro- 
duced on normal appearing skin by the 
sequential administration of cryotherapy 
and the topical application of tretinoin, but 
by neither mode of therapy alone. These 
findings support recent studies that show a 
stimulatory effect of vitamin A on fibroblas- 
tic function, as well as those that demon- 
strate a beneficial effect of vitamin A in the 
treatment of malignant tumors. 


ecent reviews of the role of vita- 

min A in skin changes'? have 
emphasized the epithelial effects, in- 
cluding stimulation of mitosis,’ inter- 
ference with keratinization, and in- 
duction of mucous metaplasia. The 
effects of vitamin A on fibroblast 
function,’ collagen synthesis,** and 
wound healing*"? are less well appre- 
ciated in the dermatologic literature. 
This report describes the develop- 
ment of a hypertrophic scar following 
treatment of a basal cell epithelioma 
with topically applied tretinoin 
(vitamin A acid) ointment given one 
month after superficial cryotherapy 
and calls attention to the action of 
vitamin A on connective tissue. 
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Report of a Case 


A 55-year-old white woman with moder- 
ate actinic skin damage had received mul- 
tiple x-ray treatments for cystic acne on 
the face, neck, and trunk at the ages of 19 
and 20 years. She developed her first basal 
cell epithelioma at age 35. Since then, she 
has had numerous epitheliomas and actin- 
ic keratoses on her face and trunk, which 
were usually treated with electrodesicca- 
tion and curettage or superficial cryother- 
apy. All lesions healed without hyper- 
trophic scarring, including those treated 
with cryotherapy. The patient denied ex- 
posure to, or ingestion of, arsenic. 

In December 1968, a basal cell epithe- 
lioma was excised from the upper part of 
the back. Within eight months, the lesion 
recurred, and after it failed to respond to 
topical application of fluorouracil, she was 
referred to the National Institutes of 
Health. At the time of examination, the 
lesion on the upper part of the back was an 
L-shaped, translucent, telangiectatic, ir- 
regularly elevated plaque, measuring 
4 X 2 cm. Two eight-week courses of topi- 
cal application of carmustine ointment, 
0.1% in October 1969 and 0.01% in Octo- 
ber 1970, produced definite, but incom- 
plete improvement with fragmentation of 
the plaque into discrete papules. 

In an attempt to further diminish tumor 
mass prior to therapy with topically ad- 
ministered tretinoin, liquid nitrogen was 
applied with cotton-tipped applicators 
without local anesthesia to the tumor once 
on Feb 3 and again on March 3, 1971, with 
resultant partial clinical resolution (Fig 1 
and 2). Eight weeks later, on April 28, 
1971, twice daily application of 1% treti- 
noin (procured from Eastman) in a water- 
washable ointment base (Unibase) to the 
tumor was begun; therapy was continued 
for a period of three weeks. Inflammation 
was intense and sharply limited to the 
skin previously frozen with liquid nitro- 
gen. After treatment was stopped, erythe- 
ma persisted, obscuring the tumor for an 
additional two weeks. Eight weeks after 
the onset of therapy, a large erythema- 





ically applied 
tretinoin, basal cell epithelioma consists of 
multiple, small, discrete papules. 


Fig 2.—Biopsy specimen of lesion prior to 
therapy with topically applied tretinoin reveals 
infiltrating basal cell epithelioma of solid type 
(hematoxylin-eosin, original magnification 
x 123). 





tous, smooth, firm plaque with an irregu- 
lar border developed; on three occasions, 
biopsy revealed a hypertrophic scar with- 
out evidence of tumor (Fig 3 to 5). The scar 
was larger than the treated tumor but was 
limited to the area frozen with liquid ni- 
trogen. There had been no clinical or histo- 
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Fig 3. — Eleven weeks after discontinuation of 
topically applied tretinoin, erythematous, firm, 
irregular plaque limited to area frozen with liq- 
uid nitrogen developed. 





Fig 4.—Five weeks after discontinuation of 
therapy, biopsy specimen shows flattened epi- 
dermis, fibroblastic and capillary proliferation, 
and absence of basal cell epithelioma and of 
skin appendages (hematoxylin-eosin, original 
magnification x 123). 


Fig 5.—Higher magnification illustrates fi- 
broblastic proliferation (hematoxylin-eosin, 
original magnification x 314). 
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logical evidence of hypertrophic scar prior 
to topical therapy with tretinoin. Within 
nine months the scar flattened and disap- 
peared. At present, the treatment site is 
clinically and histologically free of both 
tumor and scar. 


Experimental Observations 


The following experiment was un- 
dertaken in this patient (1) to confirm 
the observation that hypertrophic 
scar develops following application of 
tretinoin ointment at the site of pre- 
vious liquid nitrogen therapy, (2) to 
determine whether the presence of 
the basal cell epithelioma and the 
previous chemotherapy with fluoro- 
uracil and carmustine were factors in 
the development of the hypertrophic 
scar, and (3) to determine if trauma 
other than freezing could be a predis- 
posing factor to hypertrophic scar 
formation. Three sites of mildly actin- 
ic damaged skin on the upper part of 
the back, free of epitheliomas or ac- 
tinic keratoses, were traumatized 
either by scarification (superficial 
cross-hatch incisions), 2,4-dinitroch- 
lorobenzene sensitization (2,000ug/ 
0.1 ml in acetone), or by liquid nitro- 
gen applied with cotton-tipped appli- 
cators (Fig 6); three weeks later, after 
these sites had healed, 1% tretinoin 
ointment was applied twice daily for 
two weeks to all sites, including inter- 
vening untraumatized skin. The re- 
sultant inflammation was most in- 
tense at the liquid nitrogen pretreat- 
ed site, necessitating discontinuation 
at that site, but 0.5% tretinoin oint- 
ment was given to the other sites for 
two more weeks. A smooth, round, 
firm, papule, 5 mm in diameter that 
was covered with multiple telangiec- 
tases developed only at the liquid ni- 
trogen pretreatment site two weeks 
after the topical application of tretin- 
oin had been discontinued. The lesion 
did not enlarge beyond the area pre- 
treated with liquid nitrogen. Biopsy 
revealed a hypertrophic scar (Fig 7 
and 8). This scar also flattened and 
disappeared within seven months of 
initial appearance. 


Comment 


Hypertrophic scars are abnormali- 
ties of wound healing in which the 
process of fibroplasia is enhanced, 


leading to the production of a tran- 
sient benign fibrous tumor. Hyper- 
trophic scars do not extend beyond 
the wound limits and eventually flat- 
ten spontaneously. Collagen synthe- 
sis in hypertrophic scars is much 
greater than in normal scars or nor- 
mal skin.'? Skin color, race and he- 
redity, hormonal factors, wound ten- 
sion, wound orientation in relation to 
skin lines, local infection, absence of 
primary healing, and presence of for- 
eign-body reaction to endogenous 
keratinous material are factors that 
may influence the appearance of a 
hypertrophic scar."  Hypertrophic 
scar formation has been reported to 
develop in 10% of basal cell epithe- 
liomas treated with  electrodesic- 
cation and curettage.' To date, nei- 
ther tretinoin nor liquid nitrogen 
have been described as factors lead- 
ing to hypertrophic scar, although 
hypovitaminosis A has been implicat- 
ed as a factor in poor wound healing.'5 
The experimental induction of a hy- 
pertrophic scar using topically ap- 
plied tretinoin in a site of normal 
appearing skin pretreated with liquid 
nitrogen indicates that the presence 
of a basal cell epithelioma, and the 
past use of topically applied carmus- 
tine and fluorouracil were not neces- 
sary factors for hypertrophic scar 
development in this patient. It fur- 
ther indicates that topical application 
of tretinoin by itself was not capable 
of inducing a hypertrophic scar in 
skin pretreated with scarification or 
2,4-dinitrochlorobenzene  sensitiza- 
tion, or in the intervening untrauma- 
tized skin. 

Clinical differential diagnosis of 
hypertrophic scar includes pseudore- 
cidive and keloid. Pseudorecidive, an 
unusual complication following x-ir- 
radiation of basal cell epithelioma, 
histologically reveals epidermal 
acanthosis, occasionally leading to 
pseudoepitheliomatous hyperplasia. 
Pseudorecidives usually disappear 
spontaneously in several weeks.’ A 
keloid is a persistent benign fibrous 
tumor that has a tendency to extend, 
with claw-like processes, beyond the 
original borders into adjacent normal 
tissue. Blackburn and Cosman" his- 
tologically differentiate hypertrophic 
scars from keloids, on the basis of 
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conspicuous thick glassy collagen 
bundles and abundant mucinous 
ground substance in keloids and on 
the appearance of numerous fibro- 
blasts, and frequently present 
evidence of foreign-body reaction in 
hypertrophic scars. They state that 
the presence or absence of dermal 
papillae, elastic fibers, and skin ap- 
pendages is variable and is of no 
practical value in differentiating ke- 
loids and hypertrophic scars." 

The clinical appearance of a hyper- 
trophic scar in this patient following 
sequential administration of superfi- 
cial cryotherapy and topical applica- 
tion of tretinoin supports recent 
evidence that vitamin A stimulates 
fibroplasia, collagen synthesis, and 
wound healing in experimental sys- 
tems. Treatment with vitamin A has 
restored towards normal the cortico- 
steroid-retarded,? vitamin E-retard- 
ed,'* and aspirin-retarded'? collagen 
synthesis and wound healing in 
rats,'*:'? rabbits,’ and man.* The cor- 
ticosteroid-induced effects that are 
reversed by vitamin A include in- 
hibition of fibroplasia," of tensile 
strength,'" and of protocollagen pro- 
line hydroxylase activity? (a useful 
indicator of collagen synthesis), as 
well as delayed epithelialization of 
open wounds." Vitamin A does not 
reverse corticosteroid-induced inter- 
ference with wound contraction, 
weight loss, and increased suscepti- 
bility to wound infection.'’ Enhanced 
epithelialization correlates well with 
the known stimulation of epidermal 
mitotic activity by vitamin A.? Treti- 
noin is most potent in this regard, but 
other vitamin A analogs, including £8- 
carotene? and f-ionone, are also ac- 
tive in stimulating corticosteroid re- 
tarded wound healing.” The stimula- 
tion of wound healing by vitamin A in 
nonretarded wounds has also been 
described.'??' It has been suggested 
that lysosomal labilizers as a group, 
eg, vitamin A, digitonin, testoster- 
one, have the common property of 
stimulating collagen synthesis and 
wound repair, whereas anti-inflam- 
matory lysosomal stabilizers, such as 
vitamin E, glucocorticoids, and aspi- 
rin, depress wound healing and colla- 
gen synthesis.'* The sequential topi- 
cal administration of liquid nitrogen 
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Fig 6.—Three sites of normal back skin were traumatized by scarification (left), superficial freez- 


ing with liquid nitrogen (center), or 2,4-dinitrochlorobenzene sensitization (right) and allowed to 


heal prior to treatment with topically applied tretinoin. 


Fig 7.—Biopsy specimen taken eight weeks 
after beginning therapy with tretinoin topically 
applied to normal skin pretreated with liquid 
nitrogen reveals fibroblastic proliferation, ab- 
sence of skin appendages, and horizontal strat- 
ification of newly formed collagen fibers 
(hematoxylin-eosin, original magnification 
x 123). 





Fig 8.—Biopsy specimen of adjacent back skin treated with topically applied tretinoin but not 


pretreated with liquid nitrogen reveals normal 
(hematoxylin-eosin, original magnification x 123). 


appearing dermis with skin appendages 
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and lysosomal labilizers other than: 


tretinoin was not attempted in this 
patient. Hoopes and Im have demon- 
strated increased enzyme activity of 
the B-glycosidases in keloids and 
hypertrophic scars and suggest that 
these lysosomal enzymes may play an 
important role in dermal remodeling 
and pathological scar formation.” 
Other evidence links vitamin A to 
collagen metabolism: (1) Vitamin A 
deficiency decreases both the hydrox- 
yproline content and the rate of colla- 
gen synthesis in rat bone.9 (2) Vita- 
min A is involved in the collagen: 
glucosyltransferase system of human 
platelet membranes.’ 

One may postulate that the hyper- 
trophic scar in this patient resulted 
from potentiation of cold injury by 
topical application of tretinoin as a 
result of activation of lysosomal en- 
zymes. Lysosomal activation, which 
occurs after cryoinjury, may have a 
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detrimental. effect -on cell function 


and viability. In addition, lysosomal- 
. stabilizing agents and lysosomal. en- 


zyme inactivators protect cells from 
cryoinjury.??* Clinically, severe 
frostbite may lead to fibroblastic pro- 
liferation and dense keloid-like scar- 
ring.*?' However, neither hyper- 
trophic scars nor keloids were ob- 
served in a series of 555 patients with 
935 cutaneous carcinomas treated 
with a liquid nitrogen cryospray ap- 
paratus.?? Furthermore, this type of 
cryotherapy has been used successful- 
ly as a treatment for keloids,?®*° indi- 
cating that the greater intensity and 
depth of freezing obtained with the 
cryospray apparatus may lead to par- 
tial or complete loss of function of the 
frozen fibroblasts. . 
The relationship between vitàmin 
A and cancer has been extensively 
studied both in vivo and in vitro. Vi- 
tamin A has a prophylactic and 
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therapeutic effect on epithelial tu- 
mors in mice, rabbits5* and man.” 
Furthermore, vitamin A inhibits car- 
cinogenic transformation in various 
experimental systems.?*"9 Thus, the 
apparently successful - therapeutic 
response of this patient's basal cell 
epithelioma, which had persisted af- 
ter surgery, topical application of 
fluorouracil, topical application of 
carmustine, and superficial cryother- 
apy, is gratifying but not unexpected. 
Further research is needed to deter- 
mine the clinical usefulness of topical 
application of vitamin A and its de- 
rivatives, either alone or in combina- 
tion with other agents"? in the 
therapy of premalignant and malig- 
nant cutaneous lesions. 
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Isolated 


Plantar Fibromatosis 


Travis L. Warthan, MD; Robert I. Rudolph, MD; 


Paul R. Gross, MD, Philadeiphia 


In a case of isolated plantar fibromato- 
sis, the lesion has recurred twice, even 
though postoperative radiotherapy was uti- 
lized once. Because of its locally aggres- 


sive nature and its tendency for ulceration. 


and recurrence, plantar fibromatosis has 
often been mistaken for a malignant pro- 
cess. Complete local excision with removal 
of the entire plantar fascia seems to be the 
best treatment. Close follow-up and obser- 
vation for any sign of recurrence is essen- 
tial. 


hen Baron Dupuytren! pub- 

lished his classic description of 
contractions of the hands and fingers 
in 1839, he also noted the occurrence 
of nodular fibrous thickening of the 
plantar fascia. Ledderhose,? in 1897, 
described the histological features of 
Dupuytren contractures involving 
the plantar fascia. Although palmar 
fibromatosis has long been regarded 
as benign, it has not been until recent 
years that its natural history and 
course have been recorded. Plantar 
fibromatosis is diagnosed and treated 
primarily by orthopedic and plastic 
surgeons. Dermatologists rarely see 
the condition; consequently, the der- 
matologic literature contains only a 
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few reports of such lesions. Therefore, 
we wish to describe a case of isolated 
plantar fibromatosis and briefly dis- 
cuss the literature on this infrequent- 
ly encountered entity. 


Report of a Case 


A 53-year-old black woman was admit- 
ted in March 1973 to the Pennsylvania 
Hospital with a 10.5 X 8.5-cm firm, fiesh- 
colored, nodular lesion on the plantar sur- 
face of her left foot (Fig 1 and 2). It had a 
cerebriform appearance and was ulcerat- 
ed. In 1961, she had had a similar, but 
smaller lesion excised from the same area 
and postoperatively had received an un- 
known dosage of radiation therapy. The 
histologic diagnosis of plantar fibromato- 
sis was made at that time. The lesion re- 
curred and slowly enlarged until 1968 
when it was again excised. At that time, 
the lesion measured 5X 10 cm, and al- 
though it extended almost to the plantar 
fascia, the fascia was not thought to be 
involved and was left intact. The histolog- 
ic diagnosis was plantar fibromatosis. 
Over the next five years there was re- 
newed growth and ulceration; the lesion 
finally became large and painful enough to 
hamper the patient from walking. The re- 
sults of the review of systems were normal 
and the family history revealed no similar 
problems. Past history was noncontributo- 
ry. Physical examination was otherwise 
totally unremarkable. 

Laboratory studies, including a com- 
plete blood cell count, blood urea nitrogen, 
fasting blood glucose level, and serum 
protein electrophoresis were all within 
normal limits. The chest x-ray film was 
within normal limits. Àn x-ray film of the 
left foot showed a soft-tissue mass on the 
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Fig 1.—Large, nodular, ulcerated lesion on 
plantar surface just prior to surgical excision. 





Fig 2.— Close-up view of lesion demonstrating 
ulceration and cerebriform appearance. 


plantar surface of the foot with no evi- 
dence of bony involvement. Bacterial 
cultures of the ulcerated portion of the 
lesion grew abundant Proteus and Pseu- 
domonas organisms. 

On March 29, 1973, the lesion was 
widely excised and the entire plantar fas- 
cia was removed. A split-thickness skin 
graft was used to close the wound and the 
postoperative course was uncomplicated. 
The patient was discharged on April 24, 
1973. 

Histologic examination of the latest of 
the biopsy specimens showed the epider- 
mis to be slightly thickened with marked 
hyperkeratosis and no evidence of vesicu- 
lation (Fig 3). The corium was markedly 
thickened with intense fibroblastic prolif- 
eration with collagen deposition. An in- 
crease in mesenchymal cells was noted. 
There were a few normal sweat ducts pres- 
ent and there was no evidence of "cart- 
wheel" formation of fibroblasts or other 
sign of malignant tumors. Multiple 
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strands of normal looking fibroblasts were 
occasionally noted penetrating into the 
plantar fascia. The intense fibroblastic 
proliferation encroached on the subcuta- 
neous fat and the larger blood vessels (Fig 
4). Pathologic slides obtained from speci- 
mens of previous excisions showed a simi- 
lar histologic picture with only the addi- 
tion of fascial involvement in the latest 
biopsy specimen. 


Comment 


The lesions of plantar fibromatosis 
most often occur on the medial half of 
the midfoot.* They usually present 
clinically as a single nodule, but may 
also present as multiple nodules, par- 
ticularly in cases where the lesions 
have recurred. They may be very 
painful once they have become large 
enough to be subjected to the trauma 
of weight-bearing, and at this point 
they may ulcerate and become infect- 
ed. The lesions may vary in size from 
0.5 cm up to 10.5 cm. Allen, in his 
series of 69 cages reported the right 
foot was involved in 18 cases and 
the left in 24 cases; 27 cases had 
bilateral involvement. Some portion 
of the plantar fascia was involved in 
38 cases. Plantar fibromatosis rarely 
produces contracture.? 

If the lesions are associated with 
palmar lesions or  fibromatosis 
elsewhere, the diagnosis of plantar 
fibromatosis is relatively easily estab- 
lished. If plantar fibromatosis pre- 
sents as a single, isolated lesion, or if 
it has become ulcerated from trauma 
(as in our case), the differential diag- 
nosis must include other benign as 
well as malignant processes. Among 
these would be eccrine poroma, fibro- 
sarcoma, liposarcoma, keloid, amela- 
notic melanoma, and squamous cell 
carcinoma. In the younger age groups 
such lesions as agressive infantile 
fibromatosis and aponeurotic fibro- 
mas would have to be consicered.* 

Most cases of plantar fibromatosis 
are accompanied by other signs of 
fibrous disease such as Dupuytren 
contractures and palmar fibromato- 
sis. In 1929, Kanavel’ and his asso- 
ciates recorded 29 cases of Dupuytren 
contractures of the hand, two of 
which had plantar fibromatosis, and 
Lund, in a study of 361 epileptic pa- 
tients (190 males and 171 females), 





thosis, and intense fibroblastic proliferation 
(hematoxylin-eosin, original magnification 
x52). 





Fig 4.—Intense fibroblastic proliferation in 
interlacing bundles with encroachment into 
subcutaneous tissue. demonstrated. Sweat 
ducts are present in this section (hematoxylin- 
eosin, original magnification x 52). 


reported plantar fibromatosis in 25 
patients (a fourfold increase from the 
expected number. Ten of 45 of 
Skoog's? patients with palmar fibro- 
matosis had plantar involvement, 
and Kapiloff and Prior'® in 1953 re- 
ported two cases of fibrous tumors of 
the palmar and plantar fascia occur- 
ring in children. Keasby'' reported 
four similar cases in 1953. Meyerding 
and Shellito,'? in 1948, while review- 
ing the cases of Dupuytren contrac- 
tures seen at the Mayo Clinic over a 
20-year period, recorded 24 cases of 
plantar fibromatosis among 882 cases 
(2.7%), while Pickren? and his co- 
workers reported 16 cases of plantar 
fibromatosis and estimated the inci- 
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dence to be 1.75 per 100,000 hospital 
admissions. Plantar fibromatosis has 
also been noted in association with 
Peyronie disease, and juvenile fibro- 
matosis occurring on the plantar sur- 
face has been reported by various 
authors.!?1 

The occurrence of an isolated plan- 
tar fibroma unassociated with other 
stigmata of fibromatosis is, however, 
arather uncommon event. Allen? and 
his associates in an extensive review 
of soft-tissue tumors of the sole found 
only 69 cases of plantar fibromatosis. 
Eight (50%) of the cases of plantar 
fibromatosis reported by Pickren et 
al were unassociated with findings of 
fibromatosis elsewhere. The second 
patient of Kapiloff and Prior? had 
only an isolated plantar fibroma and 
resembled our patient in that the 
tumor recurred rapidly several times. 

The histopathologic findings usu- 
ally shows a normal epidermis with 
dense fibrocollagenous proliferation 
involving the lower two thirds of the 
corium and subcutaneous tissue. The 
upper portion of the corium shows 
some increase in histiocytes and 
fibroblasts. The middle and lower co- 
rium show islands of proliferating 
fibroblasts in parallel arrangement 
enmeshed in a dense, mature colla- 
gen background. Strands of fibro- 
blasts are often seen streaming into 
and invading the underlying fascia, 
but the cells appear normal with no 
evidence of atypicality. Few mitoses 
are seen. The “cartwheel” appearance 
of fibroblasts characteristic of derma- 
tofibrosarcoma is absent, as are other 
signs of a malignant tumor. Some- 
times the proliferating foci are sharp- 
ly separated from adjacent com- 
‘pressed fascial bundles, forming a 
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pseudocapsule, and the fat trabeculae 
are occasionally thickened.* A dense 
reticulin network is present and the 
smaller blood vessels, though they 
may be surrounded by fibroblastic 
tissue show no perivascular reaction. 
Inflammatory cells consisting of lym- 
phocytes, mononuclear cells and occa- 
sional neutrophils may be seen. Giant 
cells may also be observed? and large 
amounts of mucopolysaccharides are 
sometimes found where fibroblastic 
proliferation is most intense. 

The cause of the many diverse 
fibromatoses (including plantar fibro- 
matosis) is unknown, although nu- 
merous factors, ranging from trauma 
and infection to embryonic malforma- 
tion, have been cited.?!! Diabetes 
mellitus has been found to occur more 
commonly than expected in patients 
with fibromatosis, as have thyroid 
and parathyroid dysfunctions.? 

The lesions are often clinically 
quite malignant looking but are in 
fact entirely benign. Such fibromas 
do, however, tend to be locally aggres- 
sive with a marked tendency to recur 
(often very rapidly). There have been 
no reported cases of metastasis, al- 
though invasion of vital structures 
locally by similar tumors elsewhere 
has led to death.9!? At the present 
time, excision with resection of the 
entire plantar fascia seems to be the 
treatment of choice. DeForrest Smith, 
who is mentioned in an article by 
Pickren et al5 has utilized radiothera- 
py postoperatively, although most 
other authors believe that this thera- 
peutic modality has no place in the 
treatment of the lesions. There may 
be slow or rapid recurrence of the 
tumor with either mode of therapy, 
especially the latter. Total excision of 


the tumor and the entire plantar fas- 
cia appears to give the best results 
with the lowest incidence of recur- 
rence. Merely excising the tumor lo- 
cally will lead to rapid and often more 
extensive recurrence. 


Dr. Rudolph is a postdoctora! trainee under 
Public Health Service grant TI AM 05261. 
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Painful Callus of the Thumb 
Due to Phalangeal Exostosis 


Richard G. Bennett, MD, Steven Gammer, MD, Philadelphia 


A 26-year-old white man had a painful 
callus of the lateral area of the right thumb, 
which was associated with a phalangeal 
exostosis. This rarely reported entity on the 
hand probably represents an osteocartilag- 
inous outgrowth from the underlying bone. 


BR of a finger is a rarely 
reported entity,'^ which is usu- 
ally subungual in location. We wish 
to report an unusual case in which 
such an exostosis occurred over the 
lateral distal phalanx of the right 
thumb. 


Report of a Case 


A 26-year-old white man had a painful, 
erythematous area of thickened skin over 
the left lateral thumb. Pain on pressure 
was a prominent symptom. The lesion had 
been present for approximately one year, 
and during the month preceding examina- 
tion of the patient, it had become ulcerat- 
ed. Curettage revealed bone immediately 
beneath the lesion (Fig 1). X-ray films 
showed a cauliflower-like mass of trabecu- 
lar bone extending laterally from the dis- 
tal phalanx of the thumb (Fig 2). The le- 
sion was curetted off the underlying bone. 
Microscopic examination revealed a thick- 
ened epidermis with inflamed fibrous tis- 
sue in which one could see new bone for- 
mation (Fig 3). Postoperatively, the lesion 
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healed readily and there was no recur- 
rence at six months. 


Comment 


A solitary exostosis occurring on 
a finger is a rarely reported entity.!? 
As mentioned previously, most of 
the reported cases are subungual in 
location. Furthermore, standard text- 
books?? of bone tumors scarcely make 
mention of this entity and emphasize 
that the usual location is on the foot. 

Persistent changes in the skin of a 
finger without obvious cause should 
arouse one's suspicion that an under- 
lying bony lesion is present. In a se- 
ries of 30 patients with persistent 
subungual or periungual cutaneous 
inflammation, reported by Pambor 
and Neubert, 20 were associated 
with exostoses. The skin overlying an 
exostosis may become thickened,’ 
like a callus, and with repeated 
trauma, ulcerate. As has been re- 
ported with an expanding enchon- 
droma, bacterial invasion may result 
from disruption of tissue." Occasion- 
ally, pyogenic granuloma may even 
occur.? As is demonstrated by our pa- 
tient, pain is a prominent symptom. 

The pathogenesis of such exostoses 
is not clearly understood. However, 
the following have been suggested: 
trauma; teratologic anomaly; forme 
fruste of multiple, hereditary exosto- 
sis; and cartilaginous rest.” Micro- 
scopically, the exostosis usually ap- 
pears as a cartilaginous-capped bony 
growth extending from the affected 
bone. Therefore, many authorities 


believe this represents an osteocarti- 
laginous exostosis (or osteochondro- 
ma). Such lesions are benign and 
usually appear on the long limb 





Fig 1. — Radial area of left thumb. Note under- 
lying bone subsequent to curettage and loca- 
tion of lesion (without involvement of nail). 


Fig 2.—Exostosis of left radial distal first 
phalanx of thumb. 
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nification x 130). 


bones. It is important to establish 
whether the lesion represents such an 
entity, for the cartilage cap may un- 
dergo sarcomatous degeneration, and 
in a rapidly expanding lesion this 
should be a prime consideration. Ra- 
diologically, other entities to be con- 
sidered in the differential diagnosis 
are myositis ossificans, juxtacortical 
chondroma, and traumatic exostosis. 
We think this case represents an 
osteochondroma. Most of the patients 


are young adults or children.* The 
older the patient, the less likely one 
will find the cartilaginous cap, for 
this tends to involute and disappear 
with age. The radiological appear- 
ance may be either a sessile or 
stalked base with a hemispheric, cau- 
liflower-like, or knobby surface. Tra- 
beculated bone is noted, as in our 
case." Myositis ossificans usually lies 
in fascial planes, tends to be a more 
uniform calcium density, and usually 


Test Your Knowledge 


is not attached to underlying bone. 
Surgery is curative if the total lesion 
is removed. 

In summary, a solitary exostosis of 
a finger is extremely unusual, but 
should be suspected whenever a pa- 
tient has a persistently painful callus 
or ulceration on a digit and there is 
no obvious cause for the abnormality. 
Although such lesions are generally 
subungual in location, our case clear- 
ly demonstrates that they may be 
periungual as well, with minimal or 
no involvement of the nail itself. Ex- 
ostoses of the hand are usually osteo- 
chondromas, which are benign tu- 
mors. The skin lesions, of course, can 
only be permanently cured by defini- 
tive surgery of the underlying bony 
lesion. 


Dr. Bennett is a postdoctoral trainee under 
Public Health Service grant TI AM 05261. 
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Basal Cell Carcinoma 


of the Nail Bed 


Saul Hoffman, MD, New York 


In case of basal cell carcinoma of the 
nail bed, the initial diagnosis of chronic 
paronychia led to delay in diagnosis so that 
eventually amputation of the thumb proxi- 
mal to the interphalangeal joint was re- 
quired. 


D 1972, Alpert et al reported what 
they believed to be the first case of 
basal cell carcinoma of the nail bed.' 
The first reported case, however, was 
in 1931, by Eisenklam.? In 1939 Le- 
vine and Lisa reviewed the literature 
and found 18 cases of primary carci- 
noma of the nail bed.” Two of these 
were basal cell carcinomas. (This to- 
tal included Eisenklam's case. In 
1964, Canipe et al reported four cases 
of subungual squamous cell carci- 
noma.' They found 31 cases of nail 
bed carcinoma in the literature. Two 
of these were basal cell carcinomas 
and one was a basal-squamous cell 


carcinoma. By 1970, 14 more cases of 


squamous cell carcinoma were added 
to the literature, but there were no 
new cases of basal cell carcinoma.’ It 
was thought, therefore, that the fol- 
lowing case would be of interest. 


Report of a Case 


A 65-year-old physician's wife was ex- 
amined for a chronic ulcer of the right 
thumb of four years’ duration. She had 
first developed what was initially diag- 
nosed as a paronychia of the right thumb 
four years before and had been treated by 
several physicians with various medica- 
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tions for two years. A biopsy specimen was 
then taken that proved the tumor to be a 
basal cell carcinoma. The lesion was curet- 
ted and then treated with x-rays (grenz 
rays). 

The patient also had a left internal ca- 
rotid aneurysm, first diagnosed when she 
was 49. Three years later, she developed 
hypopituitarism. There was also a history 
of trigeminal neuralgia with visual and 
auditory disturbances. 

Examination showed an ulceration on 
the ulnar side of the thumb adjacent to the 
nail, with surrounding induration and red- 
ness and exposure of the distal phalanx, 
(Fig 1). A biopsy specimen confirmed the 
diagnosis of basal cell carcinoma (Fig 2). 

An amputation proximal to the distal 
interphalangeal joint was performed. This 
level was selected with the aid of frozen 
sections at the time of surgery. The skin 
was extremely thin and atrophic and the 
patient developed separation of the wound 
postoperatively, which required debride- 
ment of necrotic skin and bone. The stump 
was then allowed to heal (Fig 3). 


Comment 


The usual history of nail bed carci- 
noma is that of a chronic paronychia. 
Sometimes the carcinoma presents as 
an ingrown nail with granulation tis- 
sue present and pain and bleeding. It 
is generally treated as a chronic in- 
fection so that the diagnosis is fre- 
quently delayed, as in my case. 

Curettage or x-ray therapy, which 
are satisfactory methods of treating 
basal cell carcinomas in other loca- 
tions, are not as effective here. There- 
fore, once the diagnosis is made, sur- 
gery should be performed. This will 
usually consist of amputation with a 
margin of normal tissue proximal to 
the tumor. 

This case emphasizes the need for 
biopsy of all ulcerations that do not 
respond to adequate treatment. 





Fig 1.—Right thumb showing ulceration on 
ulnar side of nail with dorsal skin changes ex- 
tending to level of interphalangeal joint. 





cell carcinoma (hematoxylin-eosin, original 
magnification x 100). 





Fig 3. — Right thumb after amputation 
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Juvenile Xanthogranuloma in 


a Patient With Niemann-Pick Disease 


David Sibulkin, MD, John J. Olichney, MD, New York 


Juvenile xanthogranuloma, a cutaneous 
lipidosis, is generally considered an isolat- 
ed, insignificant lesion, although it has 
been associated with neurofibromatosis, 
and occasionally with systemic involve- 
ment. 

This is the first case we are aware of in 
which this lesion was found in a patient 
with Niemann-Pick disease, a fatal lipido- 
sis, and we urge a careful examination of 
patients exhibiting xanthogranulomas. 


2 Lies xanthogranuloma is an 
entity well documented in the 
dermatologic literature. First de- 
scribed by Adamson! in 1905, it was 
termed nevoxanthoendothelioma by 
McDonagh five years later.? [n 1954, 
Helwig and Hackney introduced the 
name juvenile xanthogranuloma, 
which better fits the disease's histo- 
logic findings.? 


The most common granuloma of 


infants, the lesion, usually appears 
before 6 months of age, enlarges in 
size and number of lesions until 1 to 2 
years of age, and then regresses. Clin- 
ically, the lesions are small, discrete, 
yellow-orange nodules.‘ Although 
they preponderate in the skin, ocular 
involvement and damage have been 
described. 

Histologically, the lesion is com- 
posed of  histiocytes,  lipid-filled 


(foamy) histiocytes, Touton giant 
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cells, lymphocytes, and eosinophils. 
The differences from eruptive xan- 
thoma, histiocytoma, and Hand- 
Schüller-Christian disease have been 
described*'^»-1?! as have the ultra- 
structural differences from histiocyto- 
sis X^ 

Lever includes juvenile xantho- 
granuloma in the purely cutaneous 
lipidoses. Also categorized as a lipi- 
dosis is Niemann-Pick disease, an 
entity unfamiliar to most dermatolo- 
gists." 

Niemann-Pick disease is a rare 
autosomal recessive disease in which 
there is an accumulation of sphingo- 
myelin in reticuloendothelial cells. 
The disease has an ethnic predilec- 
tion for Jews. It is traditionally asso- 
ciated with early mental and physical 





retardation, hepatosplenomegaly, and 
progressive central nervous system 
(CNS) degeneration leading to death 
by 3 to 4 years of age." 





Fig 1.—Well-demarcated nodule on patient's 
thigh. 


Fig 2.—Liver biopsy specimen showing large, light-staining, foamy Niemann-Pick cells 
(hematoxylin-eosin, original magnification x 450). 
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Fig 4.—Large 204-90, bone marrow cell with 
many cytoplasmic droplets giving it foamy ap- 
pearance. Eccentric nucleus is present (Wright 
stain counterstained with Giemsa stain, original 
magnification x 400). 


Its pathogenesis is the accumula- 
tion of sphingomyelin, a phospholipid 
that participates in the formation of 
cell membranes. Sphingomyelin is 
especially prevalent in the CNS and 
in red blood cells. The defect in some 
forms of the disease has been shown 
to be a deficiency of sphingomyeli- 
nase activity." Accumulated sphingo- 
myelin is phagocytized by reticuloen- 
dothelial cells that can be found in 
the liver, spleen, lymph nodes, and 
bone marrow. The cells take on a 
"foamy" appearance that is the histo- 
logic hallmark of the disease. 

Clinically, hepatosplenomegaly is 
often noted at birth. Later, lymphade- 
nopathy, failure to thrive, and jaun- 
dice occur. A cherry-red spot may be 
found in the macula and diffuse gran- 
ular infiltrates may occur in the 
lungs. Progressive degeneration fol- 
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lows. Neurologic findings include 
ataxia, dysmetria, hypotonia, sei- 
zures, and scanning speech. Anemia 
may be present with or without leu- 
kopenia and thrombocytopenia. 
Death usually results from intercur- 
rent infection." The diagnosis is 
based on a combination of clinical 
features with the presence of the typi- 
cal "foam" cell in the reticuloen- 
dothelial system. Histochemical tech- 
niques demonstrating sphingomyelin 
and determinations of sphingomyeli- 
nase activity have also aided in the 
diagnosis.!! 

Recently, variations in the clinical 
severity of Niemann-Pick disease 
have been recognized. Some patients 
with less severe variations have sur- 
vived into their 20s. This variation 
has led Crocker to divide the disease 
into four basic phenotypes, each vary- 
ing in clinical severity, age of onset, 
degree of CNS involvement, and 
amount of excess sphingomyelin.” 
Sloan et al and Schneider and 
Kennedy! have shown variations in 
the level of sphingomyelinase in the 
various phenotypes with the least 
enzyme activity being found in the 
classic severe childhood form. 

Currently, prenatal diagnosis of 
Niemann-Pick disease has been ac- 
complished by use of amniotic fluid 
cell cultures. Epstein et al have as- 
sayed sphingomyelinase activity in 
cultured amniotic fluid cells to make 
the diagnosis early in pregnancy. 
This technique makes possible the 
prevention of this untreatable disease 
by therapeutic abortion. 


Report of a Case 


The patient was a 20-month-old Cuban 
male admitted to the Roosevelt Hospital in 
December 1972 because of a persistent 
interstitial lung infiltrate. The child had 
had several recurrent upper-respiratory 
tract infections in the months prior to his 
admission. A chest x-ray film done two 
months before admission showed a diffuse 
interstitial pattern of infiltration without 
hilar adenopathy. There were no familial 
illnesses of note. 

At birth the child weighed 3.6 kg and 
had developed normally both physically 
and mentally to 20 months of age. Physi- 
cal examination revealed an alert child 
with shotty cervical and inguinal adenop- 
athy, a liver which was 5 cm enlarged, 
and no splenomegaly. A neurologic exami- 
nation showed no abnormalities. A single 
0.5-cm, soft, yellow-orange nodule was 
present on the right thigh. There were no 
other skin lesions (Fig 1). 

Routine laboratory determinations were 
normal, but of note were slight anemia, 
mean corpuscular volume (MCV) of 77; 
hematocrit reading, 32%; otherwise nor- 
mal complete blood cell count (CBC); total 
lipids, 1,020 mg/100 ml (normal to 800 
mg/100 ml); serum glutamic oxaloacetic 
transaminase (SGOT), 220 Karmen 
units/ml (normal, 7 to 40 Karmen units/ 
ml); alkaline phosphatase, 290 King- 
Armstrong units/100 ml (normal, 0 to 30 
King-Armstrong units/100 ml); and acid 
phosphatase, 8.7 King-Armstrong units/ 
100 ml (normal, 0 to 4 King-Armstrong 
units/100 ml). A bone survey was normal. 

A biopsy specimen of the liver revealed 
large foamy cells within the Kupffer cell 
areas that stained positive for fat with 
Sudan black and were negative for glyco- 
gen and acid mucopolysaccharides. Sphin- 
gomyelin was found to be present (Fig 2). 

A biopsy specimen of the skin nodule 
revealed a typical juvenile xanthogranu- 
loma showing foamy histiocytes and Tou- 
ton giant cells (Fig 3). Bone marrow exam- 
ination showed the Niemann-Pick cell 
with its characteristic eccentric nucleus 
(Fig 4). 

Since discharge from the hospital, the 
child has remained asymptomatic and the 
only sign of disease progression is an en- 
larging liver (9.5 cm enlarged eight 
months after discharge). 


Comment 


Descriptions of skin lesions in 
Niemann-Pick disease are scant. In 
their extensive review, Crocker and 
Farber mention eruptive xanthoma 
type lesions but not juvenile xantho- 
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granuloma.’ Hyperpigmentation has 
been reported, possibly because of 
adrenal gland infiltration by Nie- 
mann-Pick cells. 43} 10 We think 
this is the first case in which a juve- 
nile xanthogranuloma has been found. 

Over 90% of patients with juvenile 
xanthogranuloma have no other dis- 
ease reported. Some cases have been 
found with neurofibromatoses,'*!7 
and a few cases have been reported in 
which juvenile xanthogranulomas 
occurred with pulmonary, pericardi- 
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al, testicular, and other visceral in- 
volvement.'*2? There has been some 
debate as to whether juvenile xantho- 
granuloma represents the "mildest" 
form of Hand-Schüller-Christian dis- 


ease but ultrastructural, histological, 


and clinical differences make this 
theory unlikely.*?! The Niemann- 
Pick disease of our patient is of much 
greater import to his health than the 
associated diseases in the other cases 
described. 


Although this occurrence could be . 
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ascribed to chance, both juvenile 
xanthogranuloma and Niemann-Pick 


disease are lipidoses in a broad sense. 


We believe a careful physical exami- 
nation, with appropriate laboratory 
studies if indicated, should be done on 
children with juvenile xanthogranu- 
loma rather than automatically as- 
suming that a purely cutaneous con- 
dition exists. 
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Elephantiasis 


Nostras Verrucosa 
of the Panniculus 


Robert I. Rudolph, MD, Paul R. Gross, MD, Philadelphia 


A massively obese woman who lost 59.2 
kg had a panniculus extending down to the 
level of her knees when she was erect. The 
panniculus was very hard, thickened, hy- 
perpigmented, and studded with various- 
sized, firm excrescences. Elephantiasis 
nostras verrucosa has only rarely been 
reported to affect the abdominal wall, and 
to our knowledge, this is the second re- 
corded case in the dermatologic literature. 
A brief review of elephantiasis nostras ac- 
companies the case report. 


lephantiasis nostras is a “disfig- 

uring complication of erysipe- 
las”! usually encountered on the 
lower parts of the legs. Recurrent 
bouts of cellulitis or erysipelas may 
eventually result in enormously en- 
larged and deformed limbs, some- 
times accompanied by a peculiar cu- 
taneous pattern consisting of multi- 
ple, smooth or rough, various-sized 
hard nodules of diverse shapes associ- 
ated with diffuse hyperpigmentation. 
This condition is called elephantiasis 
nostras  verrucosa.  Elephantiasis 
commonly occurs on the legs and scro- 
tum, and occasionally has been re- 
ported to occur elsewhere, but only 
very rarely on the abdomen. We wish 
to describe what appears to be the 
second reported case of elephantiasis 








Accepted for publication Aug 21, 1973. 

From the Department of Dermatology, Hospi- 
tal of the University of Pennsylvania and Penn- 
sylvania Hospital, Philadelphia. 

Reprint requests to Department of Dermatolo- 
gy, Duhring Laboratory Building, Hospital of 
the University of Pennsylvania, Philadelphia 
19104 (Dr. Rudolph). 


nostras verrucosa of the abdominal 
wallinthe dermatologic literature. 


Report of a Case 


A 46-year-old white woman was admit- 
ted to the Dermatology Service for treat- 
ment of an ulcer on her right leg. She had 
noted recurrent, foul-smelling, weeping 
ulcers on both legs for about three years 
prior to admission and there was discolor- 
ation and thickening of both legs for about 
two years. The patient was short and mas- 
sively obese; her weight one year prior to 
admission was well over 182 kg. In the 
intervening period, she voluntarily lost 
more than 59 kg, reaching her admission 
weight of 127 kg. For 1!/s years, she had 
noted darkening and thickening of her 
abdomen; at no time were redness, tender- 
ness, or other signs of infection or inflam- 
mation present on the panniculus. She 
observed the gradual appearance of many 
hard, smooth growths on her abdomen dur- 
ing the ten months prior to admission 
while she was losing weight. Smaller, less 
numerous lesions appeared on her feet. 
She reported heavy beer drinking in the 
past but denied having liver disease. 
Further investigation revealed only oc- 
casional episodes of mild orthopnea and 
dyspnea. : 

Results of physical examination were 
unremarkable except for the following 
findings: the patient was 161 cm tall and 


-weighed 126 kg. Her blood pressure was 


130/90 mm Hg. When she was erect, the 
lower edge of her massive panniculus 
reached the level of her knees. A grade II/6 
systolic murmur was heard only at the 
base of the heart, while the liver was firn 
and smooth and extended 13 cm below the 
right costal margin. Examination of the 
skin showed the greater portion of the 
panniculus to be hyperpigmented, woody 
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mentation (patient lying down). 


in’ consistency, and covered with many 
various-sized, round, smooth, hard papillo- 
mas (Fig 1 and 2). A few of the lesions 
were verrucose in nature and some areas 
of hyperkeratosis were noted. Hair was 
not present. There was no tenderness, and 
no areas of inflammation or infection were 
noted. The legs and feet were enlarged and 
had hyperpigmentation, many small ver- 
rucose growths, and a nonpitting edema. A 
4-cm, shallow, crusted ulcer was present 
on the right ankle. No scaling was noted 
between the toes, and no signs of fungal 
infection of the toenails were evident. 

Laboratory studies revealed nonreactive 
serologic findings and normal values for 
the following: complete blood cell count, 
serum electrolytes, blood urea nitrogen, 
serum creatinine, serum protein electro- 
phoresis, serum cholesterol triglycerides, 
tetraiodothyroxine and triiodothyronine 
resin uptake, and antistreptolysin O titer. 
The electrocardiogram showed incomplete 
right bundle-branch block; a chest x-ray 
film and an intravenous pyelogram were 
normal. Results of a three-hour glucose 
tolerance test were normal. The initial 
uric acid value was 10.2 mg/100 ml, while 
a repeat test showed a value of 7.8 mg/100 
ml. Several spot urinalyses showed pro- 
tein (4+) with an average specific gravity 
of 1.018. Klebsiella pneumoniae grew at 
greater than 100,000 organisms per milli- 
liter, from cultures of the urine. A mixed 
flora including many streptococci of the 
viridans type, Proteus mirabilis, and Pseu- 
domonas aerugenosa grew from a culture 
of the leg wound. Twenty-four-hour urine 
collections showed 2.5 gm of protein and 
normal excretion of uric acid and creati- 
nine. À potassium hydroxide preparation 
from the ulcer and between the toes and a 
fungus culture of the ulcer were all nega- 
tive. 

A 1.5-cm deep elliptical biopsy specimen 
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Fig 1.— Massive panniculus with papillomatous growths and hyperpig- 





= 





Fig 2.—Close-up of panniculus showing smooth excrescences, verru- 


cose Surfaces, and hyperpigmentation. 





marked hyperkeratosis, acanthosis, widened 
papillae, massive dermal fibrosis, and dilated 
lymphatic channels; perivascular infiltrates are 
seen (hematoxylin-eosin, original magnification 
x 52). 


from the panniculus (Fig 3) revealed areas 
of hyperkeratosis, with some acanthosis of 
the epidermis. The dermal papillae were 
frequently widened. Marked hypertrophy 
of the dermis, with some fibrosis and a 
chronic perivascular infiltrate consisting 
of monocytes, lymphocytes, and moderate 
number of plasma cells was noted. A few 
dilated lymphatics were seen. Moderate 
amounts of hemosiderin were noted 
throughout the dermis. No subcutaneous 
tissue was present in the specimens. 
Treatment consisted of elevation of the 
legs, application of Burow’s solution in a 
volume-to-volume ratio of 1:40 four times 
a day, and application of gentamycin sul- 
fate (Garamycin) cream four times a day. 
The patient was placed on an 800-calorie 


diet and lost about 7 kg. During hospitali- 
zation, the patient was also thought to 
have mild congestive heart failure (having 
a positive hepatojugular reflux and bibasi- 
lar rales) and was digitalized and given a 
short course of diuretic treatment with 
hydrochlorothiazide. Following the weight 
loss and improvement in cardiac condi- 
tion, softening of the lesions on the pan- 
niculus and on the legs was noted, espe- 
cially in the latter areas; there was no 
change in the hyperpigmentation or the 
excrescences on the panniculus. The leg 
ulcers healed quickly as a result of con- 
servative treatment. Despite an intensive 
work-up for the constant proteinuria, all 
findings of kidney function studies were 
normal, except for the excretion of 2.5 gm 
of protein in 24 hours. A kidney biopsy 
was not done. The medical consultant 
thought that the patient might have been 
suffering from a very mild poststrepto- 
coccal glomerulonephritis, possibly sec- 
ondary to repeated streptococcal infections 
on the legs. 


Comment 


Castellani, in a number of arti- 
cles,?? divided elephantiasis into four 
different types: (1) elephantiasis tro- 
pica, due to Wurchereria brancrofti 
and malayi; (2) elephantiasis nostras, 
due to bacterial infections of skin and 
lymphatics; (3) elephantiasis symp- 
tomatica vel pseudoelephantiasis, 
caused by various conditions such as 
syphilis, tuberculosis, neoplastic and 
mycotic processes, and postoperative 
states, all of which cause lymphatic 
blockage; and (4) elephantiasis con- 
genita vel morbus Meige-Milroy, of 
the congenital and familial type. The 
elephantiasis nostras can be of two 
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‘varieties: one in which the skin is 
smooth and soft, known as elephan- 
tiasis nostras glabra, and the other in 
which the skin is thick, hard, and 
verrucose, called elephantiasis nos- 
tras verrucosa. 

The course of elephantiasis nostras 
usually begins with either erysipelas 
or cellulitis together with a lymphan- 
gitis, with fever and sometimes pros- 
tration. The affected area, most often 
a limb, is edematous and very tender. 
The episode lasts three to seven days, 
and the part returns to normal size. 
Repeated attacks of lymphangitis 
are the rule, with resultant swelling 
of the limb, exaggeration of natural 
folds, and atrophy of skin appendages. 
The affected area may reach an enor- 
mous size, and either the glabra or 
verrucose variety of elephantiasis 
may be present. 

It has been shown that simple me- 
chanical obstruction of lymph and 
venous systems caused only intersti- 
tial edema but not fibrous prolifera- 
tion.® Mechanical obstruction, com- 
bined with recurrent bacterial infec- 
tions and lymphangitis, are appar- 
ently necessary to provoke hypertro- 
phy and fibrosis. More recently, it has 
been shown that recurrent bouts of 
cellulitis and lymphedema may occur 
because patients with this condition 
have (as shown by lymphangiog- 
raphy) a congenital and probably 
functional abnormality of the subcu- 
taneous lymphatics. Studies using 
iodinated I 131 serum albumin have 
shown that lymph flow in affected 
areas is grossly abnormal. Some 
studies, however, have shown normal 
lymphatics in typical lymphedema.® 

Our patient had several predispos- 
ing factors that conjointly helped to 
produce elephantiasis of her legs. The 
first was her subclinical congestive 
failure which is known to cause ede- 
ma, and the second was the repeated 
episodes of leg ulcers (and associated 
lymphangitis). These factors help to 
explain the elephantiasis of the legs, 
but not of the panniculus; except in 
cases of florid congestive failure with 
massive anasarca, the abdomen is not 
usually subject to edema. The pa- 
tient, furthermore, consistently de- 
nied any pain or signs of infection on 
her panniculus. 
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To our knowledge, the only other 
reported case of elephantiasis nostra 
verrucosa of the abdominal wall in 
the dermatologic literature was re- 
ported by Chernosky and Derbes in 
1966.'* This patient also did not have 
any acute attacks of cellulitis which 
might have accounted for her ele- 
phantiasis nostras verrucosa. Their 
patient, like ours, was massively 
obese, weighed 141 kg, and was 146 
cm tall. She was 43 years old and also 
had heart disease and a panniculus 
that hung down to her knees. The 
authors hypothesized that the weight 
and massiveness of the hanging pan- 
niculus probably caused increased 
interstitial and intervascular pres- 
sures which predisposed the patient 
to chronic, low-grade cellulitis and 
lymphangitis (elephantiasis nostras 
may rarely occur with febrile epi- 
sodes): Our patient is remarkably 
similar to their patient in regard to 
obesity, history of heart failure, mas- 
sive panniculus, and appearance of 
the abdominal apron. Of interest, 
however, is the fact that in their pa- 
tient the verrucose and papilloma- 
tous growths had almost completely 
resolved as the patient lost weight 
(53.6 kg). Our patient, on the other 
hand, noticed the excrescences devel- 
oping as she lost weight (59.2 kg) and 
as her panniculus sagged even lower 
because of the increasingly lax and 
redundant skin. 

Several areas of the body have been 
reported to have been sites for ele- 
phantiasis. The most common, of 
course, are the legs and scrotum, but 
the upper extremities can be in- 
volved, as can the face!!! and the 
ear. A few cases of what appear to 
have been elephantiasis nostras ver- 
rucosa of the abdomen had been re- 
corded in the first half of the nine- 
teenth century (as noted by Chernof- 
sky and Derbes) by Burns,? Town- 
send,'* and Estapé. In all of the re- 
ported cases — then and now —the pa- 
tients have been women. 

Chernofsky and Derbes speculated 
on the formation and location of the 
papillomas in elephantiasic skin, 
notably that the distance between 
hair follicles in their patient was 
about the same as the distance be- 
tween depressed valleys in a papil- 


lomatous area (8.2 mm vs 8.5 mm). 
They felt that a definite relationship 
existed between the topography of the 
papillomas and the hair follicles and 
that "the depressed areas between 
the papillomas were being held down 
from within by the follicle and para- 
follicular structures.” 

The patient of Chernosky and 
Derbes underwent a partial pannicu- 
lectomy with removal of 6.3 kg of tis- 
sue. Such a procedure is being consid- 
ered for our patient; it has been done 
with great cosmetic success in pa- 
tients who have lost much weight and 
consequently have developed large 
abdominal aprons.!5:* 


Robert I. Rudolph, MD, is the recipient of Pub- 
lic Health Service postdoctoral training grant 
T01-AM-05261-16. 
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Loaiasis 


A Case Report and Review of the Literature 


Winthrope R. Hubler, Jr., MD; James F. Gregory, MD; 
John M. Knox, MD, Houston; Harold Falls, MD, Ann Arbor, Mich 


Loaiasis has rarely been reported out- 
side its endemic area in central Africa. 
American dermatologists should remain 
aware of this characteristic disorder. This 
nematode infestation, including its treat- 
ment and clinical, laboratory, and ecologi- 
cal features is reviewed. 


i is a tropical disease 
caused by chronic parasitic in- 
festation with the filarial nematode 
Loa loa. The narrow ecological niche 
of this unusual organism limits its 
endemic area to the rain forests of 
central and west Africa. Using hemo- 
concentration methods, as many as 
90% of the natives in the endemic 
areas can be shown to have microfi- 
laria in their blood.' Recently, a 
sportsman, after apparently acquir- 
ing loaiasis in this endemic area of 
Africa, was examined at Baylor Col- 
lege of Medicine, Houston. 


Report of a Case 


A 54-year-old businessman and big 
game hunter first noted the appearance of 
an asymptomatic erythematous swelling 
of his left thigh while hunting in the Cen- 
tral Republic of Africa in July 1967; after 
his return to the United States, several 
weeks later, he experienced a similar 
swelling of the right lower leg. In each in- 
stance, localized erythematous, urticarial, 
plaques recurred intermittently for a peri- 
od of four to six weeks and then sponta- 
neously resolved. Subsequent work-up for 
a presumptive diagnosis of thrombophle- 
bitis revealed an eosinophil count of 
4,500/cu mm. 

From 1967 to 1970, similar lesions in- 
termittently recurred at different times 
involving each of the extremities. The pa- 
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tient was first seen at Baylor in June 1970, 
and at that time he exhibited a large con- 
fluent swelling extending from the dorsum 
of the left hand to the forearm. A diagnosis 
of loaiasis was entertained; however, an 
extensive work-up, including stool analy- 
sis for ova and parasites and blood smear 
testing for parasites, again showed an 
eosinophil count of 4,700/cu mm. Therapy 
with dexchlorpheniramine (Polaramine) 
maleate was instituted, and the lesion, 
after exacerbations and remissions, re- 
solved within six weeks. 

Following a return trip to Africa, the 
patient developed erratic swellings, urti- 
caria, and a transitory, crawling sensation 
in the left lower eyelid. While traveling in 
Michigan, he telephoned Houston, stating 
that a worm was visible in his eye. It was 
recommended that the patient report 
immediately to the University of Michi- 
gan Hospital. One of us (H. F.) examined 
the patient, and the diagnosis of loaiasis 
was confirmed by extracting a male Loa 
loa organism from the left eyelid (Fig 1). 
Two days later, the patient returned to 
Baylor because an erythematous plaque 
had again appeared on the left forearm. 
Diethylcarbamazine citrate (Hetrazan) 
was then prescribed, beginning with 50 
mg three times a day and increasing by 
increments of 50 mg at each dose to a final 
dosage of 200 mg three times a day, which 
was administered for a total of three 
weeks. The forearm lesion completely re- 
selved during the treatment period, and 
the eosinophil count declined from 4,500 to 
500/cu mm. 


Comment 


Extensive investigation of the epi- 
demiologic patterns and life cycles of 
Loa loa by Duke? have greatly aug- 
mented our understanding of the 
pathogenesis of loaiasis. The infesta- 
tion is transmitted from man to man 
by at least four species of the diurnal 
biting fly, Chrysops. The fly accepts 
the microfilaria while sucking blood 
from a victim. In about two weeks the 
filaria develop into an infective stage 
and migrate to the labella of the fly. 





Fig 1.—Adult male Loa /oa extracted from pa- 
tient's eyelid. Average length of adult worm is 
70 mm. 





Fig 2.— Typical appearance of the adult Loa 
as it migrates in favorite subconjunctival plane. 





Fig 3. — Capture and identification of Loa /oa 
adult is diagnostic but may be difficult. 


They are then deposited beside the 
puncture site of a second victim and 
find their way into the intradermal 
area where they begin to slowly pro- 
liferate. Adult nematodes mature in 
about six months. Symptoms usually 
do not begin for a year after inocula- 
tion. Microfilaria may not be demon- 
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*strable in the blood until 18 months 
after inoculation. The cycle then 
completes itself with the repeat bite 
of Chrysops. Adult Loa loa may live 
in the human host from 4 to 15 years.* 

For many years, microfilaria of the 
Loa species have been demonstrable 
in the monkey population in the high 
canopy area of the African rain for- 
ests. It has been postulated that this 
simian population acts as a reservoir 
for Loa loa. However, the simian mi- 
crofilaria have measurable morpho- 
logic size differences and a distinctive, 
nocturnal periodicity; the vectors of 
simian Loa seem to be distinctive 
species of Chrysops, and although 
human loaiasis can be transferred to 
monkeys, repeated trials of inocula- 
tion of simian microfilaria into hu- 
man volunteers have failed to pro- 
duce the disease.? From these obser- 
vations it may be concluded that the 
theory that simians act as a loaiasis 
reservoir is, though attractive, unten- 
able. 

Clinical presentation consists of a 
subtle but distinctive pattern of 
symptoms. Localized, transient areas 
of mildly pitting edema, called Cala- 
bar or "fugitive" swellings appear 
anywhere but have a predilection for 
wrists and ankles. The swellings are 
usually 2 to 4 cm in diameter and last 
a few hours to a few days, often recur- 
ring in the same region. The adult 
Loa loa can often be demonstrated in 
biopsy specimens of Calabar swell- 
ings. Apparently, as the adult Loa 
migrates through the connective tis- 
sue planes, it causes this reactive 
edema by physical irritation or re- 
lease of irritating metabolites.‘ There 
may also be an urticarial or febrile 
reaction to the infestation. General- 
ized pruritis may be the only symp- 
tom of disease." It is not unusual to 
find the adult worm visible in the 
skin or bulbar conjunctiva, where it 
often causes itching, edema, or pain 
(Fig 2). This finding can be diagnostic 
if the worm is extracted and identi- 
fied before it slips back down through 
the tissue (Fig 3). Peripheral neuritis 
has been reported, probably due to 
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nerve irritation from migrating adult 
nematodes.’ Loaiasis may occasional- 
ly be associated with endocardial 
fibrosis  meningoencephalitis,? or 
retinopathy.'^ 

Laboratory findings may augment 
the clinical diagnosis. There is almost 
always an eosinophil count of up to 
7,000/cu mm. Microfilaria can be 
demonstrated in peripheral blood in 
50% of the cases, but repeated sam- 
ples and hemoconcentration tech- 
niques may be necessary for the dem- 
onstration.' The absence of microfi- 
laria in the blood may be the result of 
infestation with only male adult 
nematodes or of immunologic sup- 
pression of microfilariae production." 
Because Loa loa has diurnal periodic- 
ity, blood samples should be taken 
about midday. Skin testing and com- 
plement fixation tests may be very 
helpful. Of course, capture and identi- 
fication of one of the elusive worms is 
diagnostic. The adult Loa loa is 50 to 
70 mm long, 0.5 mm in diameter, and 
whitish. It tapers toward the cephalic 
end, which bristles with two lateral 
and four submedian papillae.'? 

The treatment of choice is diethyl- 
carbamazine citrate, 2 to 5 mg/kg of 
body weight three times daily for two 
to three weeks. Several courses re- 
peated at monthly intervals may be 
necessary. The drug apparently 
drives the microfilariae into the liver, 
where hepatic histiocytes engulf and 
destroy them. This occurs rapidly, 
and severe Herxheimer-like reactions 
can occur within hours of the first 
dose. To prevent reactions of this 
type, therapy is begun at a low dose 
and then gradually increased to 
therapeutic levels. Antihistamines or 
steroids or both may be necessary to 
control severe reactions. 

Epidemiologic programs have been 
started to give diethylcarbamazine 
prophylactically to the populations of 
central and west Africa in an effort to 
eliminate the disease. A dose of 5 mg 
of diethylcarbamazine citrate per kil- 
ogram of body weight on three consec- 
utive days each month appears to 
offer complete protection. At this 


dose, diethylcarbamazine is essen- 
tially nontoxic, and  prophylactic 
treatment of visitors to central Africa 
is recommended. Massive treatment 
programs in isolated villages have 
not eliminated the disease in these 
areas. It appears the best control of 
loaiasis will be through elimination 
of the vectors. 

American dermatologists should 
remain aware of exotic diseases such 
as loaiasis, since increased mobility 
and travel opportunities will expose 
more Americans to such diseases. 


Alan Baum, MD, of Houston and Robert Rock, 
MD, of Austin, Tex, provided photographs for 
this study. 


Nonproprietary Name and 
Trademarks of Drug 


Dexchlorpheniramine — Polaramine. 
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Papular Doxycycline 
Photosensitivity 


Richard L. Zuehlke, MD, Iowa City 


Doxycycline hyclate may produce a papu- 
lar photosensitivity eruption. This eruption 
is probably a phototoxic reaction. The peri- 
vascular infiltrate in such an eruption may 
show multinucleated giant cells. 


TO ge photosensitivity is 
most commonly manifested as 
paresthesia or as an exaggerated 
sunburn response.'* These are photo- 
toxic responses.' The incidence de- 
pends on such factors as the type of 
tetracycline,** the dose of tetracy- 
cline, and the amount of ultraviolet 
light.' Under “favorable conditions" 
the phototoxic responses occur in a 
high percentage of persons.? Tetracy- 
cline photosensitivity may also be 
manifested by onycholysis.'* In a 
study by Orentreich et al, onycholysis 
occurred with about one-fourth the 
frecuency of the exaggerated sun- 
burn. Other forms of tetracycline 
photosensitivity are uncommon. Ur- 
baca reported a patient with an ec- 
zema-like photosensitivity caused by 
demeclocyline (demethylchlortetracy- 
cline)? A delayed mottled erythema 
has been reported by Frost et al.* An- 
other uncommon form of tetracycline 
photosensitivity is a papular erup- 
tion. In a group of eleven patients 
with demeclocycline photosensitivity, 
two developed a delayed papular re- 
sponse.5 A biopsy specimen of a papu- 
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Fig 1.—Papules on neck and upper sternal 
region. Submental area is uninvolved. 


lar lesion. showed only nonspecific 
inflammation.* 

The purpose of this paper is to re- 
port a patient who developed a papu- 
lar doxycycline hyclate photosensitiv- 
ity eruption and onycholysis. To the 
best of my knowledge, all of the pre- 
viously reported papular photosensi- 
tivity eruptions associated with tetra- 
cycline have developed in patients 
taking demeclocycline. The micro- 
scopic changes in the papules of this 
patient are also noteworthy in that 
multinucleated giant cells were pres- 
ent. 


Report of a Case 


On Aug 5, 1972, a 41-year-old white 
woman was examined. Her condition was 
diagnosed as an infection of the right 
submaxillary gland. She was treated with 
doxycycline hyclate, 100 mg twice daily for 
five days, and did not take any other medi- 
cations. Three days after the doxycycline 
therapy was initiated, an erythematous 
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Fig 2.—Onycholysis of fingernails. 


papular eruption began on the sides of her 
neck (Fig 1). The eruption progressed to 
involve the face, the upper trunk, and the 
arms. There was sparing under the chin 
and on the medial aspect of the arms. Ony- 
cholysis began to develop about the same 
time as the rash (Fig 2). The patient was 
seen at the Dermatology Department of 
the University of Iowa Hospitals seven 
weeks after the rash had started, by which 
time it was fading. The eruption cleared in 
approximately two more weeks and the 
onycholysis disappeared in about two 
more months. On histologic examination 
of a papular lesion, the epidermis was 
normal and the corium contained perivas- 
cular aggregates of chronic inflammatory 
cells and multinucleated giant cells (Fig 3). 


Comment 


Among the tetracyclines, demeclo- 
cycline has the greatest potential to 
produce photosensitivity. Blank et al 
found that doxycycline was less pho- 
tosensitizing than demeclocycline.* 
This patient developed a papular pho- 
tosensitivity eruption of her skin and 
photo-onycholysis of her fingernails 
associated with the administration of 
doxycycline. Her rash differed from 
the usual doxycycline photosensitiv- 
ity eruption in that it was papular 
and more persistent. In the previous- 
ly reported cases of papular demeclo- 
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cycline photosensitivity, the papules 
developed seven to ten days after the 
initial reaction subsided. This pa- 
tient's rash was papular from its on- 
set. The papular morphologic findings 
and the eruption's, duration make 
one wonder about photoallergy. How- 
ever, it seems more likely, for several 
reasons, that she experienced a pho- 
totoxic process. First, drug phototox- 
icity is much more common than drug 
photoallergy. Second, the patient 
took doxycycline for only three days 
before the eruption began. Third, 
photo-onycholysis, thought to be a 
phototoxic phenomenon, also oc- 
curred. Fourth, the eruption did not 
involve sites unexposed to sunlight. 
The persistence of the papules for 
approximately nine weeks seems 
unusual, but some of the papules in 
Frosts" two patients persisted for 
three to four weeks. The histologic 
changes are interesting. Perivascular 
infiltrates are common in drug erup- 
tions that present as papules. The 
finding of multinucleated giant cells 
is rather unusual although certainly 
nonspecific. 

When considering papular lesions 
associated with ultraviolet light ex- 
posure, a few other entities come to 
mind. These include papular poly- 





Fig 3.—Perivascular inflammatory infiltrate 
composed primarily of lymphocytes but also 
showing multinucleated giant cells (hematoxy- 
lin-eosin, original magnification x 250). 


morphous light eruptions, acne aesti- 
valis,” and the follicular papules that 
have been experimentally produced 
by large doses of ultra violet light in 
the sunburn spectrum? (280-320 nm). 
None of these entities, however, de- 
serve serious consideration in the 
case presented. 


Nonproprietary Name 
and Trademarks of Drug 


Doxycycline — Vibramycin. 
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A case of anaphylactoid purpura, associ- 
ated with intramural hematoma of a local- 
ized and diffuse variety, was demonstrated 
by characteristic x-ray film findings. 


Po eei pali or allergic pur- 
pura, was first noted by Willan 
in 1808; its association with joint 
symptoms was described by Schón- 
lein in 1837, and its relationship with 
gastrointestinal manifestations was 
reported by Henoch in 1874.' Feldt 
and Stickler? reviewed 139 cases of 
anaphvlactoid purpura at the Mayo 
Clinic and found that 65% of their 
patients had either abdominal pain or 
melena, with pain being the major 
complaint of 38%. Thirty-three per- 
cent of the patients had gastrointes- 
tinal bleeding, the bleeding being 
severe enough to require transfusions 
in 14%. Nine children had explorato- 
ry operations, and in four intussus- 
ception was found. Seventy percent of 
the patients with pain as the major 
complaint had at least transient re- 
nal findings. Results of corticosteroid 
therapy in the management of the 
gastrointestinal symptoms were dis- 
couraging. The only x-ray film find- 
ings described are of colonic studies 
indicating intussusception. 


Filling defect and area of narrowing (arrow A) 
near duodenal-jejunal flexure, compatible 
with intramural hematoma. Characteristic "coil 
spring" pattern is demonstrated (arrow B). 
Suggestive "picket fence" or "stacked coin" 
appearance (arrow C). 
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McCombs and Patterson? found 
gastrointestinal bleeding in five of 35 
cases of so-called allergic vasculitis. 
Of 14 cases of periarteritis nodosa 
with nodular vascular changes of 
medium size arteries, gastrointestinal 
hemorrhage was found in four. 

Some patients have been subjected 
to operations, according to Althausen 
et al,* because the symptoms suggest- 
ed an acute condition of the abdomen. 
Operative findings have been incon- 
sistent. At times the intestine has 
been edematous, more often it has 
been hemorrhagic, but frequently its 
appearance has been normal. 

Jones et al? noted that of 125 cases 
of intramural hematoma reported up 
to 1970, only two"? were associated 
with Henoch purpura. 

In a study of 38 cases of cutaneous 
and visceral syndromes of necrotizing 
angiitis, Winkelmann and Dftto* re- 
fer to eight cases with melena or 
hematemesis. Of five fatal cases, 
three had ulceration of the esophagus 
and colon, but these had terminal 
uremia. Other gastrointestinal symp- 
toms were mild and transitory. Je- 
rome Wiot, up to 1966, reviewed 80 
cases” of spontaneous intramural in- 
testinal hemorrhage. He included six 
reports of cases'*'^ associated with 
anaphylactoid purpura, all of which 
were before 1952. 

Whitmore et al'® reported x-ray 
film findings of hemorrhage in the 
mucosal layer including obliteration 
of the mucosal folds, separation ofthe 
mucosa, and ulceration of the upper 
jejunum, with loss of the normal pat- 
tern in the greater part of the small 
intestine. Sutherland," and later 
Brust," discussed the association of 
purpura and intussusception. Barnes 
and Duncan" reported anaphylactoid 
purpura simulating acute regional 
ileitis. 

Fetter and Mills, in 1950, dis- 
cussed the roentgenographic findings 
in Schónlein-Henoch purpura of a 49- 
year-old physician who developed an 
area of constrictive obstruction of the 
third portion of the duodenum. Distal 
to this site the mucosal pattern was 
distorted, with widening and irregu- 
lar filling of the mucosal folds. The 
rest of the bowel showed an irregular 
pattern. Esposito,^ noting previous 
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reports, emphasized physiologic dis- 
turbances leading to segmentation of 
the small intestine, dilatation, hyper- 
tonicity, and changes in motility. 
Neither Fetter and Mills nor Esposito 
described the classic "diagnostic 
Roentgen sign" of intramural hemor- 
rhage noted by Felson and Levine in 
1954.5 

The case herein reported is that of 
anaphylactoid purpura associated 
with gastrointestinal hemorrhage of 
a localized and diffuse variety, dem- 
onstrated by x-ray film patterns. 

The patient, eight years later, has 
had no further symptoms referable 
to his gastrointestinal tract. 


Report of a Case 


A 44-year-old registry inspector initial- 
ly developed a macular eruption on the 
covered parts of his body for 11/2 weeks. He 
had no previous eruption of like nature. 
There was no history of abdominal trau- 
ma. There had been some question of peni- 
cillin sensitivity manifested by "swelling 
of his legs ten years ago," but he had not 
taken any penicillin recently. On the sec- 
ond hospital day, new crops of purpuric 
macules appeared on his legs. On the third 
morning, he began to vomit, and by midaf- 
ternoon the vomit was described as having 
a coffee-ground color. At this time, the pa- 
tient also experienced severe crampy ab- 
dominal pains and developed diarrhea 
containing large clots of blood. His symp- 
toms and signs were not interpreted as 
indicative of an acute condition of the ab- 
domen requiring surgery, and no specific 
therapy was started. Over a period of the 
next 24 to 36 hours his abdominal pain, 
vomiting, and diarrhea subsided. His 
hemogram failed to change significantly 
during this period. His rheumatoid factor 
was negative. Urine samples showed up to 
three to five red blood cells on a few occa- 
sions. After the condition had cleared, 
scratch tests for the penicillin sensitivity 
were negative. x-ray film studies per- 
formed five days after the acute abdominal 
episode revealed that swallowing function 
and the esophagus were normal. The stom- 
ach and duodenal bulb appeared normal. 
Fluoroscopically, there was evident a rath- 
er marked dilatation of the duodenal loop. 
Films secured at appropriate intervals for 
examination of the small intestine demon- 
strated persistent dilatation of the duo- 
denal sweep and an area of narrowing per- 
ceptible near the ligament of Treitz. In 
this region, possibly proximal jejunum, 
serial films showed some suspicion of a 


rather persistent filling defect with an ir- 
regular caliber to the lumen and altera- 
tion of the mucosal pattern with spike-like 
folds. 

There were also rather prominent mu- 
cosal folds of the jejunum, with evidence of 
dilatation on all of the films. At seven 
hours, there was still some residue con- 
trast material in the stomach and duode- 
nal loop. At that time, barium was scat- 
tered throughout the right and transverse 
colonic segments. 

The filling defect in the area of narrow- 
ing near the duodenal-jejunal flexure was 
described as compatible with the forma- 
tion of an intramural hematoma. The pos- 
sibility of a small-bowel neoplasm could 
not be excluded. Repeat films seven days 
later showed that there was marked im- 
provement in the appearance of the small 
bowel in the region of the duodenal-jeju- 
num angle. 

One month later, there was evidence of 
some altered intestinal motility and the 
diffuse changes in the mucosa of the small 
bowel still showed evidence of hypomotili- 
ty dilatation, segmentation, and floccula- 
tion. The terminal coils of the ileum, as 
noted previously, were still rigid, con- 
stantly narrowed, and devoid of the mu- 
cosal pattern. 

Three months later, films showed the 
entire bowel to be normal in appearance 
with no suggestion of residuum from the 
previously demonstrated small-bowel fill- 
ing defect and altered pattern. 


Comment 


Fifty percent of the hematomas of 
the intestine occur in the duodenum, 
most being in male subjects less than 
30 years of age. Trauma of recent ori- 
gin is the commonest etiological fac- 
tor? with abnormal clotting mecha- 
nisms," pancreatic involvement, 
chronic alcoholism, hiccups, and epi- 
lepsy also commonly associated with 
this hematoma. The clinical triad of 
Henoch purpura, abdominal manifes- 
tation, and arthralgia? should raise 
the possibility of an "acute false abdo- 
men." A high index of suspicion may 
also include a history of previous at- 
tacks since childhood. Pain may start 
outside of the abdomen and shift from 
one part of the abdomen to another, 
especially from the upper part to the 
lower. The abdominal pain is often 
associated with lumbar pain. The 
vomitus, as well as the diarrhea, is 
frequently bloody, which helps differ- 
entiate these bowel pathologic find- 
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ings from intussusception, which is 
also found as a gastrointestinal com- 
plication associated with this type of 
systemic anglitis. 

The recognition through x-ray film 
studies of this rare association of ab- 
dominal pain and anaphylactoid pur- 
pura may be extremely important in 
the treatment of this syndrome. In- 
tramural hematomas have a predilec- 
tion for the duodenum, especially 
those hematomas due to trauma. The 
predilection is attributed to the fixa- 
tion at the suspensory ligament, with 
the trauma compressing the duode- 
num against the spine. Usually a 
short segment is involved. The proxi- 
mally affected intestine shows only 
thickening and coarseness of the 
mucosal folds. More distally, an in- 
tramural mass due to hematoma ap- 
pears to widen the lumen. Due to in- 
tramural diffusion of blood, the val- 
vulae conniventes in the area are 
crowded together, producing a “coil 
spring” or “picket fence” appearance. 
Obstruction is usually only partial. 
The combination of mass and “coil 
spring” is diagnostic (Figure). 

Wiot included Henoch purpura 
under his second grouping, that of 
spontaneous intramural hematoma. 
Unlike the traumatic form, in which 
a mass is generally identified, sponta- 
neous hematoma, attributable to a 
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clotting mechanism, usually presents 
more of an infiltrative pattern. The 
involved segment has no particular 
predilection for the duodenal area but 
may occur anywhere in the small or 
large bowel, often extending over a 
considerable length of gut. The affect- 
ed loop is rigid, and at fluoroscopy, it 
moves as a unit. The mucosal folds 
are thick and the troughs between 
them narrow, a pattern that persists 
throughout the examination. The 
normal feathery appearance of the 
mucosa is lost, as are the longitudinal 
folds, and the margins of the bowel 
show spikes of varying height. Al- 
though quite similar in derivation to 
the “coil spring” of the “traumatic” 
cases, the appearance of the bowel’s 
margins have been likened to 
"stacked coins" by Khilnani et al, 
and to a “picket fence” by Wiot et al.” 
"Thumbprinting" or pseudotumor 
formation, as described by Schwartz'* 
in connection with arterial occlusion, 
is also frequent. 


Joseph Stull, MD, and the late Gerald Lavner, 
MD, assisted in interpreting the x-ray film find- 
ings. 


References 


1. Khilnani MT, et al: Intramural intestinal 
hemorrhage. Am J Roentgenol Radium Ther 
Nucl Med 92:1061-1071, 1964. 

2. Feldt RH, Stickler GB: The gastrointes- 
tinal manifestations of anaphylactoid purpura 
in children. Proc Mayo Clin 37:465-473, 1962. 


3. McCombs RP, Patterson JF: Differentiation 
of “allergic vasculitis” from other types of necro- 
tizing angiitis. Bull Tufts N Engl Med Cen 4:1-7, 
1958. 

4. Althausen TL, Deamer WC, Kerr WJ: The 
false “acute abdomen”: II. Henoch’s purpura and 
abdominal allergy. Ann Surg 106:242-246, 1937. 

5. Jones WR, et al: Intramural hematoma of 
the duodenum. Ann Surg 173:534-544, 1971. 

6. Bailey WC, Akers DR: Traumatic intramu- 
ral hematoma of the duodenum in children. Am 
J Surg 110:695-703, 1965. 

7. Gamstedt E: Invagination of the illiague 
dans un cas de purpura de Henock. Acta Clin 
Scand 73:280-284, 1933. 

8. Winkelmann RK, Ditto WB: Cutaneous 
and visceral syndromes of necrotizing or “aller- 
gic” angiitis: A study of 38 cases. Medicine 43: 
59-89, 1964. 

9. Wiot JF: Intramural small intestinal hem- 
orrhage: A differential diagnosis. Semin Roent- 
genol 1:219-231, 1966. 

10. Whitmore WH, Peterson GM: Henoch's 
purpura small intestinal changes. Radiology 46: 
373-376, 1946. 

11. Sutherland GA: Intussusception and Hen- 
och's purpura. Br J Child Dis 1: 23-28, 1904. 

12. Brust NM: Ileo-ileal intussusception asso- 
ciated with Henoch-Schónlein's purpura. Arch 
Pediatr 69:212-218, 1952. 

13. Barnes CG, Duncan GW: Anaphylactoid 
purpura simulating acute regional ileitis. Br J 
Surg 29: 253-255, 1941. 

14. Fetter JS, Mills WL: Roentgenographic 
findings in Schónlein-Henoch's purpura. Radiol- 
ogy 55: 545-547, 1950. 

15. Esposito JJ: Small intestinal abnormali- 
ties in anaphylactoid purpura. Radiology 55: 
548-552, 1950. 

16. Felson B, Levine EJ: Intramural hemato- 
ma of the duodenum. Radiology 63: 823-831, 
1954. 

17. Killian ST, Heitzman EJ: Intramural 
hemorrhage of small intestine due to anticoagu- 
lants. JAMA 200: 111-114, 1967. 

18. Schwartz S, et al: Roentgenologic features 
of vascular disorders of the intestines. Radiol 
Clin North Am 2: 71-87, 1964. 


Anaphylactoid Purpura/Tye 841 


Familial Benign Chronic Pemphigus 


A Papular Variant 


Joseph A. Witkowski, MD, Lawrence Charles Parish, MD, Philadelphia 


A 47-year-old man had a pruritic papular 
eruption on the groin. The clinical dif- 
ferential diagnoses included neurodermati- 
tis, papular dermatitis herpetiformis, and 
lichen amyloidosus. Histologic examination 
confirmed the diagnosis of familial benign 
chronic pemphigus. 


] gens Benign Chronic Pemphi- 
gus (FBCP) has been known by 
dermatologists as a clinical entity 
since 1939. This followed the descrip- 
tion of two brothers by Hailey and 
Hailey.' These patients had sharply 
marginated crusted lesions varying 
in size from 5 mm to several centime- 
ters. The crusts were amber-colored, 
and the lesions gave the impression of 
ruptured flaccid bullous impetigo. At 
the border of the crusted lesions, 
there was a pellicle of epidermis, 
which could be torn away with for- 
ceps, and the Nikolsky sign was pre- 
sent. There was no scarring, nor were 
there other changes that might sug- 
gest damage to the skin from pre- 
vious lesions, although they had 
appeared and regressed over a period 
of ten or more vears. Some pigmen- 
tation marked the sites of recently 
healed lesions. The lymph nodes 
were tender sometimes, but this was 
not a constant feature. 

Since then, several variants of the 
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Fig 1. — Papular eruption on groin. 


Fig 2. — Suprabasilar clefts and acantholytic epidermal cells (hematoxylin-eosin, original magni- 
fication x 100). 
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Fig 3.—Friction papules on thigh. 


disease have been described.” These 
include (1) a hyperkeratotic verru- 
cous form, (2) a papulovesicular form, 
(3) a neurodermatitic form, and (4) a 
vesiculopustular form. We have re- 
cently had the opportunity to study a 
patient with a papular variety of 
FBCP. 


Report of a Case 


A 47-year-old white man was first seen 
in 1965 with a complaint of a recurrent 
pruritic eruption involving the neck, 
shoulders, and axillae, beginning in 1940. 
Periodic recurrences were controlled by 
systemic administration of wide-spectrum 
antibiotics and later by topical use of ster- 
oid creams (Neo-Hytone, Mycolog, and 
Vytone) usually in combination with 
antibiotics or antimonilial agents or both. 
The diagnosis had been confirmed by his- 
tological examination. His condition re- 
mained stable until he complained of a 
pruritic eruption on the groin. 

Examination revealed an obese white 
man with a red, flesh-colored (Fig 1), and 
pigmented papular eruption covering the 
crural folds, the proximal part of each 
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Fig 4. — Clearing of FBCP following therapy. 


thigh, and the adjacent portion of the scro- 
tum. There were a few sharply outlined 
red, scaly, and crusted lesions at the base 
ofthe neck. 

The patient's father and a paternal first 
cousin had had histologically confirmed 
FBCP for many years. 

Histologic examination of a papular le- 
sion from the thigh revealed a papilloma- 
tous surface with branching, irregularly 
elongated, and thickened ridges that were 
covered by a thin hyperkeratotic scale. 
Some of the ridges and the follicular struc- 
tures showed suprabasilar clefts and acan- 
tholytic epidermal cells (Fig 2). Keratin 
cysts were also present. 


Comment 


We were surprised to learn that 
this peculiar eruption in the genital 
area had the histologic features of 
FBCP. A review of the literature 
failed to disclose a similar clinical 
picture within the constellation of 
this disease. Some of the dermatoses 
considered in the differential diagno- 
sis were (1) neurodermatitis, the hall- 
mark of which is lichenification; (2) 


Darier disease, a dermatosis that in- * 
frequently involves the groin and 
whose lesions are acuminate, ver- 
rucous, and slightly scaly papules; 
(3) a papular form of dermatitis her- 
petiformis, which was discounted 
because of the lack of characteristic 
distribution and symptom complex: 
and (4) lichen amyloidosus, which is 
characterized by shiny, semitranslu- 
cent papules that become purpuric 
after injury. 

These unusual clinical findings 
seem to be related to the location of 
the dermatosis. The patient had mor- 
phologically typical FBCP on the 
neck and axillae for the past 20 years. 
Friction of opposing skin surfaces, 
associated with a gain in weight, pos- 
sibly accounted for the recent appear- 
ance of this dermatosis. Obese per- 
sons often show friction papules on 
the inner aspect of the thighs (Fig 3); 
however, these usually have the his- 
tologic characteristics of fibroepi- 
thelial papillomas. 

The papular variety of FBCP re- 
sponds to the usual treatment of sys- 
temically administered antibiotics 
and application of steroid antibiotic 
cream. Except for a few papular le- 
sions on the thighs, the process 
cleared following therapy (Fig 4). 


Westwood Pharmaceuticals, Inc., Buffalo, NY, 
paid for the reproduction of the color figures in 
this study. 
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Depigmentation Caused by a Phenolic 
Detergent-germicide. Presented by 
RicHARD B. Opom, MD, KENNETH M. 
STEIN, MD. 

A 3l-year-old medical corpsman was 
examined because "his hands were turn- 
ing white." He had worked in a physical 
medicine department from 1968 through 
July 1972. During this time he cleaned 
Hubbard tanks with O-Syl, a potent deter- 
gent and germicide. In the past year he 
had noted progressive loss of pigment from 
his hands (Figure). Mild erythema and 
pruritus preceded the loss of skin color in 
some of the sites. Although there has been 
no recent exposure to other germicides or 
detergents, nor use of rubber gloves, the 
pigmentary loss has been slowly progres- 
sive. His past history and family history 
yield no pertinent information. 

Physical examination showed hypopig- 
mented patches involving the ventral and 
dorsal aspects of both hands, with spread 
to the wrists. Small pigmented islands are 
present within the hypopigmented areas. 
There is no evidence of loss of pigment in 
other skin sites. 

A skin biopsy specimen from a hypopig- 
mented area, treated with dopa stains, 
showed complete absence of melanocytes. 


Discussion 


GERALD A. GELLIN, MD: The loss of pig- 
ment due to contact with environmental 
chemicals is a relatively new finding. This 
case is an example of occupational leuko- 
derma due to p-tertiary butyl phenol, one 
of the active ingredients in O-Syl deter- 
gent-germicide. Guinter Kahn in Denver 
first incriminated this chemical as a depig- 
menting agent (Arch Dermatol 102:177, 
1970). 

I studied a similar chemical, p-tertiary 
butyl catechol. Depigmentation was pro- 
duced on the hands and distant sites on 
the skin of workers exposed to a lubricat- 
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ing oil that contained this chemical as an 
antioxidant. Experimental work  con- 
firmed that this chemical can cause depig- 
mentation in black guinea pig skin and 
hair (J Invest Dermatol 55:190, 1970). It is 
now apparent that almost all phenolic 
compounds have the capacity to induce 
depigmentation by selective destruction of 
melanocytes and interference with the 
biosynthesis of melanin (Am J Med 51: 
141, 1971; J Invest Dermatol 57:256, 1971). 
How many cases of "vitiligo" are in fact 
the result of similar chemical interaction 
with melanocytes is unknown. 

KENNETH M. Stein, MD: Treatment of 
these patients with topically applied 
methoxsalen and black light has given 
poor results. A few patients have had re- 
pigmentation in one to two years after 
stopping contact with the depigmenting 
germicide. Dopa-silver stains applied to a 
biopsy specimen from a depigmented area 
showed that there was annihilation of the 
melanocytic population, which is compara- 
ble to the absence of melanocytes in viti- 
liginous skin. 


Depigmentation caused by a phenolic detergent. 


Shoe Contact Dermatitis. Presented by 

EnNsT EPsTEIN, MD. 

A 14-year-old white boy developed se- 
vere, recurrent dermatitis on his feet in 
October 1970. Patch tests to tennis shoes 
were reported as negative early in the 
course of his disease. Within a few months, 
the dermatitis also involved his hands, 
forearms, and legs. After about 20 months 
and treatment by three dermatologists, 
his dermatitis was still flaring, despite 
repeated therapy with systemically ad- 
ministered steroids, systemically adminis- 
tered antibiotics for secondary infections, 
and various topically applied corticoste- 
roids under rubber glove occlusion on his 
hands and plastic film occlusion on his feet 
and legs. 

In August 1972, he developed contact 
dermatitis under the elastic waistband of 
a new pair of undershorts. The clinically 
obvious rubber allergy was confirmed by 
positive patch tests to the elastic waist- 
band, his sneakers, another pair of shoes, 
and mercaptobenzothiazole. 

The dermatitis on his feet and hands 
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cleared dramatically when he began wear- 
ing hypoallergenic (Dermapedic) shoes. 
This brand of hypoallergenic shoe is made 
without rubber glues or additives. He has 
not required any systemically adminis- 
tered corticosteroids or antibiotic therapy 
in the past four months. 


Discussion 


Ernst Epstein, MD: While hand derma- 
titis commonly accompanies contact der- 
matitis to shoes, the severity of this boy’s 
hand dermatitis was not typical of the 
usual “—id reactions” occurring with shoe 
allergies. The use of rubber gloves for oc- 
clusion of topically applied corticosteroids 
on his hands probably accounted for the 
severity of his hand dermatitis. When the 
patient developed a third site of contact 
allergy around his waist, the clinical diag- 
nosis of rubber allergy became obvious. 

GERALD A. GELLIN, MD: The clinical 
impression of shoe contact dermatitis is 
only occasionally not confirmed by suitable 
patch testing. In fact, Dr. Epstein reported 
this dilemma a few years ago (JAMA 209: 
1487, 1969). For some unfathomable rea- 
son, most physicians consider tinea pedis 
as the main (or only) diagnosis for foot 
eczema. Dyshidrosis and psoriasis are next 
on the list of incorrect diagnoses. Contact 
allergy to foot gear is a diagnosis that 
should be a major consideration, which 
should be explored by patch testing (Calif 
Med 117:12, 1972). 


Nonproprietary Name and 
Trademarks of Drug 


Methoxsalen — Biomoidin, 8-Mop, Oxsor- 
alen. 
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Sporotrichoid Lesions. Presented by 

IRnviNG D. EHRENFELD, MD. 

A 35-year-old man had an erythema- 
tous, tender, swollen area on the dorsal 
surface of the left third finger for about six 
weeks. He thought it began following a 
paper cut. For several weeks, several ery- 
thematous nodules appeared on the dorsal 
surface of the left hand and on the exten- 
sor surface of the left forearm. 

A small amount of a white liquid was 
obtained on needle puncture. This was 
placed on DTM agar, and a small black 
growth has been obtained. 

He began taking 10 drops of a saturated 
solution of potassium iodide four times 
daily. Since then, no new lesions have 
appeared, but several of those already pre- 
sent have grown larger. 

He is a school teacher who does not do 
any gardening. 
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Discussion 


ABRAHAM J. Onruss, MD: I do not feel 
that a diagnosis has been definitely estab- 
lished. The lesions have some features of 
granulomas of mycobacterial origin, as 
well as some mycotic features. A deep 
biopsy specimen must be obtained, with 
one half of the specimen being inoculated 
onto Sabouraud medium and the other 
half studied pathologically. Tuberculin 
tests, with appropriate mycobacterial an- 
tigens, might also be done. 

ALEXANDER A. FISHER, MD: The patient 
had cleaned out a fish tank prior to the on- 
set of his lesions. There is a real possibility 
that these lesions may be produced by 
Mycobacterium marinum. Samitz' has 
pointed out that fish tanks, as well as 
swimming pools, may be the source of in- 
fection. He states that most such lesions 
heal without therapy and he advises “mas- 
terful inactivity." However, I saw two pa- 
tients in whom lesions had persisted for 
nine months and one year, respectively. 
Intralesional injections of 10 mg/ml of 
triamcinolone produced prompt involu- 
tion. 

Harvey J. CoHEN, MD: At the 1970 At- 
lantic Dermatologic Conference,” a patient 
was described who had a sporotrichoid in- 
fection caused by a Mycobacterium orga- 
nism. She had cleaned out a tank that con- 
tained tropical fish. 

GERALD Lazarus, MD: Some patients 
with sporotrichosis do not respond to po- 
tassium iodide therapy. This is especially 
true of those with disseminated disease 
and bone involvement. Amphotericin B 
therapy has been successful in potassium 
iodide-resistant patients. 

RicHARD C. GiBBs, MD: Sporotrichoid 
lesions of swimming pool granuloma re- 
solve spontaneously in the majority of pa- 
tients. 

SAMUEL B. FRANK, MD: Dr. Jesse Tol- 
mach and I reported on swimming pool 
granuloma in 1953.? At that time we rec- 
ognized the possibility of a tuberculous 
cause but found that the lesion began to 
heal after five months following the appli- 
cation of glucosulfone (Promin), an agent 
no longer used in dermatologic therapy. 
Since then, I have realized that many 
swimming pool granulomas are self-limit- 
ed in duration and do, in fact, heal sponta- 
neously. 

RoBERT AuERBACH, MD: These nodules 
are clinically more suggestive of sporotri- 
chosis than of mycobacterial infection, 
especially since they are multiple and ex- 
tend up the arm. One may have to use po- 
tassium iodide for up to six months before 
a response is seen. However, the diagnosis 
should first be established on the results of 
a biopsy, whereby the specimen is kept 
moist until it is ground up for both fungal 
culture and mycobacterial culture. The 
latter should be done by a microbiology 
laboratory that is experienced in obtain- 
ing such cultures, since the temperature 
at which the organism is grown is critical. 


Should the infection prove to be sporotri- * 
chosis and be resistant to iodides, then 
hospitalization for treatment with ampho- 
tericin B may be necessary. Should it 
prove to be a mycobacterial infection that 
does not heal spontaneously, as most of 
them do, then antitubercular therapy 
would be in order. 

Morris LEIDER, MD: The diagnosis of 
sporotrichosis is not proved with mycolog- 
ic certainty. The case may well be one of 
paratuberculosis cutis, ie, cutaneous infec- 
tion by M marinum or another of the para- 
tubercle bacilli. The clinical appearance 
serves to establish both diagnoses. The 
patients's failure to improve as a result of 
treatment with potassium iodide does not 
support the diagnosis of sporotrichosis. 
Should the condition turn out to be paratu- 
berculosis cutis, an even more difficult 
therapeutic problem presents itself. Treat- 
ment with a combination of rifampin and 
isoniazid is the most promising therapy. 
An adjuvant measure is to raise the local 
temperature of the region of the lesions to 
about 40 C intermittently for short periods 
of time by a mechanical means, such as an 
infrared lamp. The paratubercle bacilli 
require temperatures in the low 30s (C) to 
flourish. They ought to be killed-off, in a 
sort of "pasteurization" in vivo, by a few 
degrees of heat above their optimum tem- 
perature. The low temperature required 
for survival by the paratubercle bacilli 
may be the reason that they do not invade 
internal organs. 

Subsequent to the meeting, an entire 
lesion was excised. Half was sent for 
pathologic studies, and the remainder was 
sent for culture studies. A chromogenic 
organism grew at 25 C. It was identified as 
M marinum. The biopsy finding was that 
there was infectious granuloma, without 
any specific organism seen. Several of the 
lesions were reduced in size by multiple 
intralesional injections of triamcinolone 
suspension. However, these nodules still 
persist, and additional excision is contem- 
plated. 


Nonproprietary Names and 
Trademarks of Drugs 


Amphotericin B — Fungizone. 

Triamcinolone — Aristocort Tablets, Kena- 
cort. 

Rifampin — Rimactane, Rifadin. 
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Epidermolytic Hyperkeratosis. Pre- 

sented by SELIG EISENBERG, MD. 

A 50-year-old man recalled that he had 
had his skin problem as far back as early 
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Fig 1.— Epidermolytic hyperkeratosis. 


childhood. At the time of examination, 
erythema and scaling were present on the 
ankles (Fig 1), legs, arms, and wrists. 
There was lichenification and accentua- 
tion of skin markings over the flexor sur- 
faces of the extremities. Bullae were pre- 
sent from time to time in these areas. 
There has never been involvement of the 
palms, soles, scalp, teeth, or nails. 

Four years ago, a dermatologist 
prescribed corticosteroid tablets during a 
period of exacerbation. This drug was tak- 
en in low dosage for a short time and was 
effective. At present, the patient is taking 
150 mg of clindamycin (Cleocin) four times 
daily. He has had a duodenal ulcer that 
has been inactive for several years. 

The patient's mother died at the age of 
49. She had the same condition in a more 
severe form. His 22-year-old son has a 
milder form of the process. 

Histopathologic findings confirm the 
clinical diagnosis of epidermolytic hyper- 
keratosis. 


Discussion 


Dn. FRANK: Most of the cases of this en- 
tity that I have seen have been in young 
children. These patients have had periods 
of severe exacerbation, at which time bul- 
lae appear. These bullae often become sec- 
ondarily infected, and the patient becomes 
febrile. After intensive antibiotic therapy, 
the patient goes into a period of remission, 
again followed by an exacerbation. The 
patient described tonight seems to have 
run a similar course throughout his life. 

Joser E. JELINEK, MD: Goldsmith and 
Baden reported excellent results with 40% 
to 60% aqueous solutions of propylene gly- 
col under occlusion in patients with ichth- 
yosis vulgaris and a worthwhile response 
in patients with epidermolytic hyperkera- 
tosis (JAMA 220:579, 1972). 

Dr. Lazarus: | have found the therapy 
devised by Drs. Goldsmith and Baden to be 
useful. Treatment with 40% propylene 
glycol under occlusion has been helpful in 
decreasing the hyperkeratosis lesions and 
healing the cracking of the palms and 
soles in a variety of conditions. I have had 
success with this therapy in cases of psori- 
asis, idiopathic palmar-plantar keratoder- 
ma, and ichthyosis. 

Dr. FisHER: The US Pharmacopeia has 
no pH specifications for propylene glycol. 
Manufacturers of pharmaceutical grade 
propylene glycol have acknowledged that 
variance from pH 4 to pH 8 is uncontrolled 
and unavoidable. Accordingly, neither 
physicians nor pharmacists have any in- 
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fluence over the acidity or alkalinity of the 
propylene glycol utilized in prescriptions. 

Recently, the Food and Drug Adminis- 
tration has approved the use of topical 
preparations containing fluorouracil in 
propylene glycol; the pH of these prep- 
arations is adjusted to 9 with sodium hy- 
droxide. These preparations, which are 
advocated particularly for the treatment 
of actinic keratoses, produce a marked 
inflammatory reaction. There is a distinct 
possibility that propylene glycol sensiti- 
zation may be induced under such cir- 
cumstances. 

Dr. AUERBACH: It is hard to talk about 
the pH of pure propylene glycol, since pH 
is a feature of aqueous solutions only. I 
would doubt, in any event, that the pH is 
of critical importance. What one is doing 
with this form of therapy is hydrating the 
scales with water and a hygroscopic agent 
that is oily enough to help keep the water 
in. 

Dr. LEIDER: The pH of propylene glycol 
as it is commercially purveyed is said to be 
exceedingly variable and ranges from con- 
siderable acidity to high alkalinity. The 
normal skin on its surface is acid in a pH 
range of 4 to 5. It would be good to know 
what is the pH of skin afflicted with epi- 
dermolytic hyperkeratosis. The procedure 
then would be to apply, under occlusion, 
propylene glycol with a pH near to that of 
the abnormal skin. Propylene glycol with 
a pH far from that of the abnormal state is 
bound to be irritating, especially under oc- 
clusian. 


Nonproprietary Name and 
Trademarks of Drug 


Fluorouracil — Efudex, Fluoroplex. 


Eccrine Hidrocystoma. Presented by 
Max Wo tr, MD, Martin H. Brown- 
STEIN, MD. 

A 62-year-old man had first. become 
aware of blisters on his face while working 
in a bakery 40 years ago. Over the next 
three decades, his skin condition, usually 
worse in the summer, became more severe. 
In the past five years, exacerbations have 
been independent of season and tempera- 
ture. His case was previously presented to 
this society on Feb 21, 1963 (Arch Derma- 
tol 88:88, 1963). 

There are multiple tense shiny vesicles 
measuring 1 to 3 mm in diameter on his 
nose, forehead, eyelids, and cheeks (Fig 2). 

Histopathologic examination of a biopsy 
specimen of skin showed several large cys- 
tic structures in the cutis lined by two or 
more layers of flattened epithelial cells. In 
some areas, the cysts appeared to be adja- 
cent to eccrine ducts. The histologic pic- 
ture is that of an unusual type of eccrine 
hidrocystoma. 

Discussion 

Dr. Worr: Eccrine hidrocystoma is a 
rare disorder. There are misconceptions 
about hidrocystoma in the textbooks. It is 





Fig 2. — Eccrine hidrocystomas. 


emphasized that hidrocystoma is observed 
mainly in middle-aged and elderly women 
who are cooks and washerwomen. In my 
experience, hidrocystoma may occur also 
in men, regardless of their profession. The 
season of the year and the prevailing tem- 
perature are trigger factors. 

Dn. Onruss: Contrary to the teaching 
that hidrocystomas are aggravated by a 
hot environment, there is a group of hidro- 
cystomas that does not respond this way. 
The cysts seem to develop without any ob- 
vious cause, and I’ve always considered 
them to be a nevoid entity. Treatment is 
unsatisfactory, and the best approach is 
either to unroof these lesions with scissors 
or to incise them. The patient looks good 
for a month or six weeks, and then there is 
a slow recurrence. This treatment may be 
repeated ad infinitum, and healing is good 
from a cosmetic viewpoint. 

Dr. BROWNSTEIN: Apocrine and eccrine 
hidrocystomas differ in several respects 
Clinically, apocrine hidrocystomas are 
characteristically larger, solitary lesions, 
located about the eyelids. Eccrine hidro- 
cystomas are smaller, multiple lesions 
that often affect the cheeks, nose, and 
other parts of the face. Apocrine hidrocys- 
tomas often have a distinctly blue color: 
this feature is not so characteristic of ec- 
crine hidrocystomas. 

In apocrine hidrocystoma, light micros- 
copy discloses secretory cells lining the 
cyst and showing decapitation secretion: 
papillary projections may extend into the 
lumen; and there may be a well-formed 
fibrous stroma. Eccrine hidrocystomas 
show dilated ductal structures in relation 
to eccrine sweat coils; papillary formation 
is not a feature; and the stroma is not or- 
ganized. 

Electron microscopic examination of 
apocrine hidrocystoma shows a resem- 
blance to apocrine secretory cells, includ- 
ing the presence of annular lamellae. The 
ultrastructural features of the rare eccrine 
hidrocystoma have not yet been described: 
such studies are now in progress. 
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Letters to the Editor 


Post-Herpes Zoster Neuralgia: 
Response to Vitamin E Therapy 


To the Editor.—The pain accompa- 
nying herpes zoster may be severe at 
times, requiring heavy sedation, but 
it is usually self-limited, disappear- 
ing in a matter of weeks as the erup- 
tion heals. In older people and in 
cases with scarring eruptions, the 
pain may persist for months, and in 
some cases for years, causing almost 
unbearable discomfort and loss of 
sleep. 

Other than nerve-block procedures, 
there has been no effective treatment 
for the refractory post-herpes zoster 
neuralgia except for the method re- 
cently recommended by Epstein,! 
which consists of the subcutaneous 
injection of triamcinolone in lidocaine 
(Xylocaine) into the areas of involve- 
ment. While this treatment produces 
relief in many cases, the technique is 
cumbersome, requiring multiple 
injections that frequently have to be 
repeated. Pain, subcutaneous hemor- 
rhage, vertigo, and in one case, a ster- 
ile abscess were some of the compli- 
cations noted by Epstein. 

During the past four years, we have 
treated 13 patients suffering from 
chronic post-herpes zoster neuralgia 
with vitamin E (p-alpha-tocopheryl 
acetate), administered both orally 
and topically with highly gratifying 
results. Of the 13 patients, 11 had 
had moderate to severe pain for over 
six months; of these, seven had had 
the pain for over one year; one, for 13 
years; and one, for 19 years. Severity 
of the pain was estimated by the 
amounts of analgesics and of seda- 
tives required to control the pain. 
Nine patients experienced complete 
or almost complete control of pain, 
two were moderately improved, and 
two thought that they were slightly 
improved. Two of those who experi- 
enced complete or almost complete 
relief from pain were the two patients 
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who had had neuralgia for 13 and 19 
years, respectively. 

Doses of vitamin E varied from 400 
to 1,600 international units daily be- 
fore meals. When administering vita- 
min E orally, it is important for the 
patient to avoid ingesting inorganic 
iron, either as medication, in mixed 
vitamins, or in the form of cereal or 
white bread reinforced with iron, 
since inorganic iron combines with 
and inactivates vitamin E. Patients 
with excessively high blood pressure, 
badly damaged hearts, or diabetics on 
insulin initially should be given 
small doses, such as 100 internation- 
al units daily, which can be gradually 
increased. 

One of our patients, a 67-year-old 
woman, had suffered from severe pain 
in the left thigh and leg for nine 
months following acute herpes zoster 
neuralgia, which had required hospi- 
talization for a month. Either co- 
deine, twice a day, or aspirin, six to 
ten times a day, was required to make 
living bearable. She was also experi- 
encing nocturnal leg cramps, which 
occurred nearly every night and last- 
ed for an hour or more. For the pre- 
vious six months, she had required 
administration of nitroglycerin three 
or four times a day to control anginal 
pains. Because of the cardiac condi- 
tion, treatment was begun with 100 
international units daily, which was 
gradually increased over a period of 
several months to 1,200 international 
units daily. She was given a prescrip- 
tion for a vitamin E cream containing 
D-alpha-tocopheryl acetate, 30 inter- 
national units/gm, for topical applica- 
tion. 

Improvement was noted within a 
period of a few weeks and when last 
seen, seven months after her first vis- 
it, she had had no more post-zoster 
neuralgia, no more leg cramps, and 
no more angina and had discontinued 
the nitroglycerin therapy. Relief of 
the leg cramps? and angina might be 
considered beneficial, rather than 


harmful, side-effects of vitamin E 
therapy. 

Space does not permit a lengthy 
discussion of the biochemical and 
physiological activities of vitamin E, 
which have been the subject of exten- 
sive research and at least four inter- 
national conferences (the most recent 
one was sponsored by the New York 
Academy of Sciences in December 
1971). Probably vitamin E's most 
important function is that of an an- 
tioxidant by which it protects the 
unstable lipoprotein membranes of all 
tissue cells and intracellular organ- 
elles from lipid peroxidation, which 
would destroy cell structure and func- 
tion, liberating cellular enzymes that 
could have damaging effects on nor- 
mal tissues. Some investigators think 
that, paradoxically, vitamin E pro- 
motes the utilization of oxygen in nor- 
mal metabolic processes through its 
interaction with certain enzymes and 
trace minerals, such as selenium. 

The mechanism by which vitamin 
E relieves the persistent pain in post- 
herpes zoster neuralgia is not known, 
but in view of its long duration in 
many of our cases, we do not believe it 
is coincidence. Muller and Winkel- 
mann,? using special stains, demon- 
strated damage to nerve fibrils in 
acute herpes zoster and a persistence 
of denervation in patients with post- 
herpetic neuralgia. Floch and Horth* 
obtained striking relief of neuritic 
pain in five patients with leproma- 
tous, tuberculoid, and indeterminate 
leprosy whose symptoms had persist- 
ed in spite of sulfone therapy. De Mel- 
lo? observing that neuromuscular 
disturbances followed experimental 
vitamin E deficiency, treated eight 
patients with muscular lesions 
caused by nerve involvement due to 
leprosy and obtained moderate to 
good results in all cases. 

The gratifying results obtained by 
a simple, innocuous treatment in this 
small series of 13 cases of chronic and 
severe post-herpes zoster neuralgia 
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* would appear to justify a more com- 
prehensive clinical trial with ade- 
quate doses of vitamin E. The rarity 
of the condition in a private dermato- 
logical practice (13 cases in four 
years) made a controlled study im- 
practical. 

SAMUEL AYRES, JR., MD 
RicHARD Minan, MD 
Los Angeles 
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Blunt Dissection of Plantar Warts 


To the Editor.—In the July 1973 
issue of the AncHivES, Drs. Pringle 
and Helms (108:79, 1973) date as 
1963 the initial description of the 
technique of blunt dissection of plan- 
tar warts (N Engl J Podiat 42:23, 
1963) and state that it has never been 
described in the dermatologic litera- 
ture. However, in 1955 an essentially 
identical technique was described 
meticulously in the ARCHIVES by Pra- 
zak and Thomas (71:122, 1955), who 
remarked modestly that their method 
was not new. 

Although Drs. Pringle and Helms 
listed this paper in their references, 
they apparently did not recognize it 
as blunt dissection because a curette 
was used. Actually, a mastoid curette 
bluntly dissects and shells out the 
wart in toto along the peripheral line 
of cleavage. As an added precaution, 
any visible residual warty extensions 
that may have broken off and re- 
mained in the peripheral tissue are 
curetted out. 

This method was shown to me by 
Colonel Prazak in 1955, and I can 
attest to its rationale, efficacy, and 
satisfactory results. 

WILLIAM SNYDER, MD 
Phoenix, Ariz 


Reply to Dr. Snyder 


To the Editor.— Although it is our 
understanding that mastoid curettes 
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are sharp, we are aware that the 
blunt side of a Cannon curette may be 
successfully used for blunt dissection. 
We have been informed that at least 
one blunt circular curette has been 
manufactured for this purpose. We 
experimented with several shapes 
and think that our instrument allows 
a more easily controlled and complete 
removal. 

However, we have no follow-up 
data on patients treated with dull 
circular curettes. 

WarREN M. PniNGLE, MD 
Hanover, NH 


Zosteriform Lentiginous Nevus 


To the Editor.—Matsudo et al, in 
their article on zosteriform lentigi- 
nous nevus in the June issue of the 
Archives (107:902, 1973), state, “the 
histopathological findings of these 
axillary freckles have been so far 
unreported” (page 904). 

This statement is incorrect. The 
histologic features, as well as the dis- 
tribution and character, of the melan- 
ocytes were studied and reported by 
Johnson and Charneco in the Ar- 
CHIVES (102:442, 1970). This article is 
cited as reference 13 by Dr. Matsudo. 

As stated in the original article by 
Johnson and Charneco, the axillary 
freckle is a miniature café au lait 
spot and shows increased melano- 
cytes and melanocytes with giant 
pigment granules. 

CAPT BERNETT L. JOHNSON, 
MC. USN 
Philadelphia 


Reaction to Aqueous Procaine 
Penicillin G 


To the Editor. — An account of the 
acute, nonallergic, psychotic reaction 
to aqueous procaine penicillin G was 
originally published by Batchelor et 
alin 1951.' 

Though little appears in the Ameri- 
can literature, various articles on this 
subject have appeared in European 
journals. In the German literature, 
the reaction is known as Hoigné syn- 
drome.? During an 18-month period 
13 patients with this syndrome were 
seen at our venereal disease depart- 
ment. Eleven patients suffered from 
syphilis or another treponematosis 
and two suffered from gonorrhea. 
Eight patients were European (seven 
Dutchmen and one Portuguese), 
three were Arabs (two Moroccans and 
one Algerian), and two were black 
(both from Surinam, West Indies). 


Five patients were female and eig. 
were male. . 

In view of the multiracial popui. 
tion visiting our outpatient depat 
ment, the above-mentioned facts & 
not seem to indicate the preference 
for race or sex suggested by Ross.? 

Furthermore, seven patients were 
available for psychiatric analysis. 
The examinations indicated definite 
mental illness existing before the re- 
action in all seven patients, with a 
common denominator of hyperesthet- 
ic emotional syndrome. 

In contrast to statements of the lit- 
erature we reviewed, residua after 
the reaction were observed in some 
cases during a 6- to 12-month obser- 
vation period. 

Our investigations, including our 
view on the pathogenesis of this cu- 
rious and largely unknown reaction, 
will soon be published in detail. 

Henk E. Menke, MD 
LOLKE PEPPLINKHUIZEN, MD 
Rotterdam, Holland 
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Photosensitivity Testing of New 
Products 


To the Editor. — At a time when the 
number of new chemical formulations 
for products that have contact with 
the skin is increasing rapidly, a re- 
view for dermatologists of the nature 
of such chemicals by research staff 
members of producing companies is 
indeed pertinent. The article "Flu- 
orescent Whitening Agents" by J. 
Griffith, PhD, fulfills this need. Cer- 
tainly, intensive clinical evaluation 
prior to marketing should be manda- 
tory for chemical agents designed for 
widespread use. The Food and Drug 
Administration is doing a sterling job 
in prophylaxis and consumer protec- 
tion by regulating the drug and 
chemical companies, both prior to and 
after introduction of new chemical 
agents. For example, the periodic 
evaluations of various topical germi- 
cidal agents made by the Antimicro- 
bial Review Panel are most laudable. 
Griffith uses accepted predictive max- 
imization procedures in attempts to 
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a" ae humans to a varie- 
ty of fluorescent whitening agents 
m whiteners). He concludes that 
tie vast majority of such whiteners 
ohppear to be "free of sensitization po- 
~ tential and hence suitable as com- 
ponents of laundry products that are 
intended for household use." 

Ever since Burckhardt's article? in 
which photoallergic reactions follow- 
ing the use of whitening agents were 
reported (one of his patients even 
having a persistent light reaction!), 
other authors have tried unsuccess- 
fully to confirm these results. Though 
Griffith was careful to exaggerate 
intentionally the degree of insult in 
order to achieve a reasonably accu- 
rate prediction of contact sensitiza- 
tion potential, I believe his experi- 
ments testing photocontact (photo- 
allergic) sensitization were not ade- 
quate. By modification of various 
older techniques, an adequate model 
for testing photoallergic potential 
exists. This model admittedly in- 


News and Notes 


Announcement of Examination. 
—'The American Board of Dermatol- 
ogy and the American Board of Pa- 
thology announce the initial exam- 
ination for certification of special 
competence in  dermatopathology. 
The examination will be in Washing- 
ton, DC, on Nov 20, 1974. Final date 
for filing an application is Aug 1, 
1974. 

To obtain an application, please do 
the following. 

For diplomates of the American 
Board of Dermatology, please write 
to Dr. Clarence S. Livingood, Execu- 
tive Director, American Board of 
Dermatology, Henry Ford Hospital, 
2799 West Grand Blvd, Detroit 
48202. 

For diplomates of the American 
Board of Pathology, please write to 
Mrs. Edith C. Smith, 1820 Exchange 
National Bank Bldg, 610 N Florida 
Ave, Tampa, FL 33602. 

Qualificatigns for applicants for 
certification in  deérmatopathology 
follow: 

General Qualifications 
The candidate must hold a current- 
ly valid license to practice medi- 
cine or osteopathy. 
Professional Education 
1. Graduation from a medical 
school in the United States ap- 
proved by the Council on Medical 
Education of the American Medi- 
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volves experimental animals of 
known photocontact sensitization 
potential; results of such experiments 
have, however, repeatedly been 
shown to be applicable to humans. 
Despite photo-patch testing, a large 
number of cases of clinically unre- 
solved photosensitivity are being 
seen by dermatologists. A lurking 
suspicion that many unknown photo- 
sensitizers are present in our envi- 
ronment makes it desirable that drug 
and chemical companies should first 
screen proposed new chemicals for 
contact sensitivity. Especially when 
such chemicals are fluorescent, are 
similar in structure to known photo- 
sensitizers, eg, the halogenated sali- 
cylanilides, and when photosensiti- 
zation likelihood is high, it would 
be wise for producing companies to 
try more intensively to stimulate 
photosensitivity reactions with those 
agents that have already been 
proven to be contact sensitivity-neg- 
ative. Should these tests also be nega- 


cal Association, graduation from 
an approved osteopathic college 
of medicine, or graduation from 
a medical school in another coun- 
try acceptable to the American 
Board of Dermatology and the 
American Board of Pathology. 

2. Certification by the Educational 
Council for Foreign Medical 
Graduates from foreign medical 
schools in accordance with the 
policy followed by the American 
Medical Association. 

Special Training and Experience 

The American Boards of Derma- 
tology and Pathology will admit 
candidates to examination for 
certificates of special competence 
in dermatopathology who are 
otherwise eligible and who have 
had one of the following types of 
training or experience. 

1. Applicants already holding a 
basic certificate from the Amer- 
ican Board of Dermatology or the 
American Board of Pathology 
(anatomic pathology or anatomic 
and clinical pathology) and one 
additional year of training in der- 
matopathology in a program ap- 
proved by the Council on Medical 
Education of the American Med- 
ical Association. 

Applicants holding a basic cer- 
tificate of the American Board of 
Dermatology or the American 


ho 


. 
tive, it is probable that a prediction 
of innocuousness would more likels* 
be correct. Furthermore, once agents 
are established and introduced into 
products for household use, they 
should be adequately labeled on con- 
tainers and made available to inter- 
ested dermatologists for their own 
photo-patch test screening programs. 
In this way, one hopes that the inci- 
dence of severe and incapacitating 
photosensitivity reactions will. be 
reduced. 

PETER S. HERMAN, MD 
Hobbs, NM 
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Board of Pathology (anatomic 
pathology or anatomic and clini- 
cal pathology) and two years of 
practice in dermatopathology in 
a position acceptable to the 
American Board of Dermatology 
and the American Board of Pa- 
thology. This requirement must 
have been met by July 1, 1973, 
and will be effective until July 1, 
1978. 


First Hair Transplant Sympo- 
sium and Workshop.—The Ameri- 
can Society for Dermatologic Surgery 
and the American Academy of Facial 
Plastic and Reconstructive Surgery, 
Inc., are cosponsoring this conference, 
which is designed to offer an opportu- 
nity for the exchange of ideas among 
various disciplines and to present the 
latest advances in techniques on hair 
transplantation. It will be held Feb 8 
and 9, 1974, at the Stough Dermatol- 
ogy and Cutaneous Surgery Clinic, 
P. A., Doctors Park, Hot Springs, 
Ark. Attendance will be limited. 
Faculty will include dermatologists, 
otolaryngologists, and general plas- 
tic surgeons. For further informa- 
tion, contact D. B. Stough III, MD, 
Program Director, Stough Derma- 
tology and Cutaneous Surgery Clinic, . 
P. A., Doctors Park, Hot Springs, / 
AR 71901. / 
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To help stop the aggravation 
of moistlesions*... 


Cordran 
(flurandrenolide) 
Cream FIRST: 


Cordran Cream, Half Strength, is one of ` 
the most economical topical corticoster- - : 
oids available for maintenance 

therapy of widespread or chronic 

lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. © 
Patients rub a small quantity of the 
cream into the affected area two or three 
times daily. l 


The cream has a specially formulated 
base that provides penetrating action. 
It leaves a smooth, pleasant-feeling film 
on the skin. Since it is nonwaxy, there 

is no heavy residue. 

For control in acute dermatoses... 

use full-strength Cordran Cream. 
Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia 

and varicella and in patients with a 
history of hypersensitivity to any of their 
components. 

Additional information available to the 
profession on request. Eli Lilly and 
Company, Indianapolis, Indiana 46206. 


*Responsive to topical corticosteroids. 

tIn the presence of an infection,an  ' — 
appropriate antifungal or antibacterial — 
agent should be used. E 


See next page for prescribing informatio: 
30066. "3 


-Cordran cream d 


N :* (flurandrenolide) 
ui Ka dermatosis wili respond to a topical corticosteroid. 
 —.  itshouldrespond to Cordran 





